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1. Experimental Eosinophilia. Studies on the Origin 
and Relationship of Tissue Eosinophil Cells to Peripheral 
Blood Eosinophilia 

D. S. Dzury and S. G. CouHEN. Annals of Allergy [Ann. 
Allergy] 29, 340-357, July, 1958. 5 figs., bibliography. 


In this study of experimental eosinophilia, reported 
from Wilkes College, Wilkes-Barre, Pennsylvania, 3 
groups each of 6 rabbits received a daily injection of 
crude beef-liver extract by various routes during a period 
of 6 weeks. All responded by developing an eosino- 
philia in the circulating blood by the end of the third 
week. When nitrogen mustard was administered at that 
time to the animals in Group 2, eosinopenia with leuco- 
penia followed. In Group 3, to which nitrogen mustard 
was given for 2 weeks before the crude beef-liver extract, 
the latter had no effect on the resulting eosinopenia. 
When crude beef-liver extract was injected intradermally, 
infiltrations with eosinophilic granular cells were noted 
in the epidermis and corium, regardless of whether cosino- 
philia in the circulating blood was present or had been 
prevented by nitrogen mustard. In contrast, the splenic 
parenchyma and the bone marrow were eosinophilic 
only if no nitrogen mustard had been administered. It 
is concluded that local tissue eosinophils of the skin may 
have a source of origin independent of peripheral blood 
eosinophils, but the exact origin or mode of their forma- 
tion is not yet apparent. H. Herxheimer 


2. Reliability of Tubeless Gastric Analysis in Presence of 
Complicating Diseases 

T. RopMAN, A. GUTMAN, and R. M. Myerson. Journal 
of the American Medical Association [J. Amer. med. Ass.]} 
167, 172-175, May 10, 1958. 17 refs. 


At the Veterans Administration Hospital, Philadelphia, 
the authors have compared the results obtained by the 
conventional and tubeless methods for detecting gastric 
achlorhydria in 114 patients, each of whom had some 
disease which might interfere with the physiological 
mechanisms involved in the latter method and invalidate 
its results. The tests were performed simultaneously 
on the fasting patient, who first received 1 mg. of hista- 
mine phosphate subcutaneously to stimulate gastric 
secretion. After 45 minutes a control urine specimen 
was obtained and a sample of gastric juice aspirated for 
titration of its acid content, Tépfer’s reagent being used 
as indicator. The patient was then given 2 g. of a cation 
exchange resin containing 90 mg. of azure A, together 
with 240 ml. of water. The urine voided in the next 2 
hours was collected, diluted to 300 ml., and an aliquot 
compared colorimetrically with two colour standards of 
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azure A (0-3 mg. and 0-6 mg. respectively per ml.). The 
control urine was used as a filter for the standards to 
correct for the presence of urinary pigments. A more 
intense colour in the test urine than that of the stronger 
standard was taken to indicate the presence of free gastric 
acid. If the colour was less intense the aliquot of urine 
was acidified with 1 drop of 18° hydrochloric acid, 
placed in a boiling water bath for 15 minutes, and then 
cooled to room temperature for 3 hours to convert the 
colourless form of the dye to its coloured form. If the 
colour was now more intense than the stronger standard 
the presence of free acid was inferred; if it was less in- 
tense than the weaker standard the result was taken to 
indicate absence of free acid; and if intermediate the 
result was regarded as doubtful. 

Correlation of the results showed that among 26 
patients with renal disease the tubeless method gave a 
false negative result in 7 cases, in all of which the blood 
urea nitrogen level was in excess of 60 mg. per 100 ml., 
and a false positive result in none. Among 39 patients 
with hepatic disease one false negative result was ob- 
tained, in a case of far-advanced cirrhosis, and one false 
positive result. Among 26 patients with heart disease, 
13 with gastro-intestinal disease, and 10 with miscella- 
neous conditions no false negative results were obtained, 
but there were 3 false positive results. 

The authors conclude that “the tubeless gastric 
analysis technique appears to be valid in the presence of 
heart disease, miscellaneous other diseases, and early to 
moderately severe liver and kidney disease ’’, and that 
it “‘ will probably be most useful as a screening technique 
for the detection of gastric achlorhydria ”’. 

Victor M. Rosenoer 


3. Protein Fractions of the Blood Serum of Healthy 
Children as Determined by Paper Electrophoresis. 
(Benkospie CbIBOPOTKH KPOBH y 
mo sneKTpodopesa Ha Oymare) 

G. I. KiasSevié. [Pediatrija] 36, 59-64, 
No. 6, June, 1958. 22 refs. 


Examination by paper electrophoresis of the blood 
serum proteins of 25 healthy children aged 4 to 14 years, 
using a modification of the method of Holtz, showed 
that the proportional distribution of the various protein 
fractions was as follows: albumin 56-58 to 65-43 (mean 
59-76)%; a; globulin 1-49 to 5-0 (mean 3-19)%; a 
globulin 6-76 to 11-97 (mean 9-4)%; 8 globulin 8-78 to 
14-57 (mean 11-6)°%; andy globulin 11-75 to 19-48 (mean 
15-3%%); the albumin:globulin ratio ranged from 1-3 
to 1-89, with a mean of 1-47, and the erythrocyte 
sedimentation rate from 5 to 12 mm. in one hour. The 
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B-globulin fraction appeared to fall and the y-globulin 
fraction to rise with increasing age from 4 to 14 years. 
In view of the wide fluctuation in the values for the 
different protein fractions (not always reflected in the 
albumin:globulin ratio in children) the author considers 
that electrophoretic determination of the serum protein 
fractions should be more widely employed in paediatrics. 
L. Firman-Edwards 


4. A Comparison of Benedict’s and the Glucose Oxidase 
Tests for the Mass Detection of Diabetes 

H. PAcKeR and R. F. ACKERMAN. Diabetes [Diabetes] 
7, 312-315, July—Aug., 1958. 2 refs. 


Examination of the urine for the presence of glucose 
in approximately 8,000 out-patients attending clinics at 
the John Gaston Hospital, Memphis, Tennessee, revealed 
that 1-0°% had diabetes which had not been diagnosed 
previously. Four urine tests were used, the reagents 
being respectively Benedict’s solution, Benedict’s tablet 
(“ clinitest’), glucose oxidase paper A (“‘ tes-tape ”’), 
and glucose oxidase paper B (“‘ clinistix ’’), and the rela- 
tive sensitivity and specificity of the tests were assessed. 

The investigation was carried out in two parts. In 
the first, examination of the urine of 4,000 patients 
showed that Benedict’s tablet test and the enzyme paper 
tests were less sensitive than Benedict’s solution test. 
In the second, which was carried out on 3,991 patients 
with improved enzyme test papers [the nature of the im- 
provement is not described], the latter proved equal to 
Benedict’s solution in sensitivity (diabetes being detected 
in 95°% of cases) and superior to it in specificity. The 
percentages of false positive reactions with oxidase 
papers A and B and Benedict’s solution respectively 
were 0-18, 0-10, and 0-48. Although the enzyme test 
papers cost more than Benedict’s solution, they are 
recommended for use in the mass detection of diabetes 
in out-patients. J. E. Page 
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5. Identification of the Nuclear Component of the 
Interaction of Lupus Erythematosus Globulin and Nuclei 
G. J. Friou. Journal of Immunology [J. Immunol.) 80, 
476-481, June, 1958. 3 figs., 12 refs. 


The author has previously demonstrated a reaction 
between the serum globulin of patients with disseminated 
lupus erythematosus and tissue nuclei, nuclear fluor- 
escence being seen when tissue treated with such serum 
is subsequently exposed to fluorescein-conjugated anti- 
human-globulin serum (J. Immunol., 1958, 80, 324). 
Further studies of this reaction, here reported from Yale 
University School of Medicine, suggest that the nuclear 
component is deoxyribonucleoprotein. 

Specimens of serum from 35 patients with disseminated 
lupus erythematosus (L.E. sera) and from an unstated 
number of control subjects were used. Sections of 
mouse spleen or of human skin exposed successively to 
0-15 M sodium chloride solution, L.E. serum, and fluor- 
escein-conjugated anti-human-globulin serum showed 
discrete nuclear fluorescence. When the tissue sections 
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were first briefly exposed (30 seconds) to water or 1 M 
saline fluorescent threads were visible extruding from 
the fluorescent nuclei. After longer exposure (15 
minutes) to water or concentrated saline only a mass of 
fluorescent threads was visible. Since deoxyribo- 
nucleoprotein is known to be insoluble in isotonic saline 
but soluble in water and in concentrated saline, the 
author suggests that the threads consisted of deoxyribo- 
nucleoprotein which had been dissolved and then 
reprecipitated on immersion of the sections in isotonic 
saline before their exposure to the L.E. serum globulin. 

Incubation of tissue sections with ribonuclease did not 
affect the ability of the nuclei to react with L.E. globulin, 
but after incubation with deoxyribonuclease the reaction 
was no longer demonstrable. Spots of precipitated 
deoxyribonucleoprotein prepared from calf thymus 
reacted with L.E. globulin, as did precipitate from a mixed 
solution of commercial deoxyribonucleic acid and his- 
tone. When 3 L.E. sera were left in contact for one 
hour with 2 successive samples of deoxyribonucleo- 
protein (from which they were then separated by centri- 
fugation) in an attempt to absorb the L.E. globulin their 
affinity for calf thymus deoxyribonucleoprotein and tissue 
nuclei and their L.E.-phenomenon activity were markedly 
reduced or eliminated, while their antistreptolysin-O 
titres were reduced only to a degree consistent with the 
effect of dilution. Only about 40% of the L.E. sera 
induced the characteristic L.E.-cell phenomenon on 
incubation with normal human buffy coat, whereas all 35 
gave positive results when tested against deoxyribonucleo- 
protein precipitate; the intensity of the two reactions did 
not run parallel. 

The author concludes that the nuclear component of 
this reaction is probably deoxyribonucleoprotein or one 
of its components. Whether or not the L.E.-globulin- 
deoxyribonucleoprotein reaction is identical with the 
L.E.-cell phenomenon is uncertain. M. Wilkinson 


6. The Effects of Sodium Citrate and Potassium Am- 
monium Oxalate on the Erythrocyte Sedimentation 
Rate. [In English] 

R. D. EastuaM, K. W. E. Denson, and D. A. EVANS. 
Acta medica Scandinavica [Acta med. scand.| 161, 277- 
288, June 30, 1958. 4 figs., 23 refs. 


Sodium citrate causes shrinkage of the red cells, short- 
ening of the duration of the phase of aggregation, and 
diminution both in the rate and the duration of the phase 
of maximum sedimentation, when compared with the 
effect of the oxalate mixture. The variation in each 
phase is less when sodium citrate is used than when 
potassium-ammonium oxalate is used, thus it is sug- 
gested that the Westergren method is the more 
satisfactory of the two. The duration of the phase of 
aggregation is inversely proportional to the maximum 
sedimentation rate, and directly proportional to the haema- 
tocrit. The height of the supernatant plasma column at 
the onset of the phase of packing is inversely proportional 
to the haematocrit, and directly proportional to the 
maximum sedimentation rate. 

No advantage was found in favour of routine estima- 
tion of the maximum erythrocyte sedimentation rate as 
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compared with the simpler reading of the blood column 
at one hour, except possibly in the serial study of blood 
samples with very rapid sedimentation rates. There 
appeared to be no advantage in reading the column 
height at 45 minutes instead of at 60 minutes. 

The Westergren and Wintrobe methods cannot be 
compared quantitatively—[Authors’ summary.] 


7. Estimation of the Erythrocyte Sedimentation Rate 
of Capillary Blood. Description of a New Method 

H. E. D. Lioyp. Annals of the Rheumatic Diseases 
[Ann. rheum. Dis.] 17, 234-239, June, 1958. 1 fig., 24 
refs. 


A method of estimating the erythrocyte sedimentation 
rate (E.S.R.) in capillary blood is described in this paper 
from the Middlesex Hospital, London, the technique being 
a modification of that of Peters (Arch. intern. Med., 1945, 
75, 105). Blood and 5% sodium citrate are drawn up 
into a special 0-2-ml. pipette and mixed on a waxed watch 
glass; the mixture is then allowed to sediment in a tube 
300 mm. long and 1-25 mm. in diameter. This method 
was used on capillary blood from 50 patients, the results 
being compared with those obtained by the Westergren 
technique. Correlation was good, but sedimentation 
was rather more rapid in the micro-tubes than in the 
Westergren tubes. A correlation curve was constructed 
from which the Westergren E.S.R. could be calculated 
from any figure obtained by the micro method. 

[The original paper provides full details of the tech- 
nique and of the proving tests.] T. B. Begg 


8. Serological Studies of Human Blood Platelets. 
I. The Unspecific Clumping of Blood Platelets. II. 
Platelet Antigens and Antibodies. [Monograph] 
J. LUNDEVALL. Scandinavian Journal of Clinical and 
Laboratory Investigation [Scand. J. clin. Lab. Invest.} 10, 
Suppl. 34, 1-122, 1958. 19 figs., bibliography. 


MORBID ANATOMY AND CYTOLOGY 


9. Notes on the Pneumonia of Infants Due to Pneumo- 
cystis carinii. (Notes sur la pneumonie des nourrissons 
due au Pneumocystis carinii) 

W. J. BRzosko and T. ZALEWskI. Archives francaises de 
pédiatrie [Arch. fran¢ . pédiat.| 15, 623-628, 1958. 9 refs. 


While numerous series of cases of Pneumocystis 
Pneumonia have been reported in recent years from 
Central European countries, only a few have been 
reported from Poland, where the first case was observed 
in November, 1954. The present study of the pathology 
of the disease is based on the necropsy findings in 26 
cases observed at the Child Treatment Centre, Warsaw, 
during the past 3 years and on reports obtained from other 
paediatric centres in Poland. The youngest infant in 
the authors’ own series was 4 weeks old and the oldest 
8 months at the time of death. All the infants were 
marasmic, and in many cases Pneumocystis pneumonia 
had supervened on chronic otitis media or chronic 
diarrhoea. In some cases Pneumocystis pneumonia was 


superimposed on a bacterial pulmonary infection. 
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From the histological appearances four stages of the 
disease may be distinguished. In the first stage only a 
few small colonies of P. carinii are found, and the in-. 
flammatory reaction is exudative and desquamative, with 
albuminous fluid in the alveoli but no interstitial reaction. 
In the second stage Pneumocystis colonies are found in 
many alveoli and there is a mononuclear infiltration of 
the interstitial tissue. The third stage is characterized 
by an abundance of parasites in the alveoli and bron- 
chioli and a massive infiltration of the interalveolar 
septa with lymphocytes and monocytes. Plasma-cell 
infiltration is not a characteristic feature. In the fourth 
stage the colonies of Pneumocystis disappear and may be 
replaced by areas of calcification. Fibrous tissue 
develops in the interalveolar septa and in the lumina of 
air vesicles. The final result may be a pulmonary 
cirrhosis. EEmphysematous changes may be found during 
the third stage in parts not invaded by the parasites. 
Interstitial emphysema was seen in 4 out of the 26 cases. 
In some cases cor pulmonale was observed. The hae- 
morrhagic diathesis seen in some cases of the disease is 
attributed to anoxic damage of the blood vessels. 

H. S. Baar 


10. Peculiar Changes in the Muscles of Patients with 
Ankylosing Spondylitis 

E. F. Traut and E. W. PASSARELLI. A.M.A. Archives of 
Pathology [A.M.A. Arch. Path.] 66, 110-115, July, 1958. 
4 figs., 20 refs. 


The changes in the muscles of patients with ankylosing 
spondylitis were studied in sections of the gastrocnemius 
muscle obtained from 17 male patients (aged 28 to 60 
years), 8 of whom had been bedridden for 5 to 40 years. 
In alt the patients the sacro-iliac joint was said to be 
obliterated. In 7 patients there was some localized 
muscle atrophy, with perivascular cellular infiltration in 
4. Peculiar spindle-shaped structures were seen in the 
muscle in 6 cases; these appeared to be intrafibrillar 
and consisted of whorls of fibres giving a tinctorial reac- 
tion for collagen together with some mononuclear cells. 
No such structures have been reported, and none were 
observed by the authors, in the muscles of patients with 
rheumatoid arthritis. [From the details given it is not 
possible to determine whether the latter lesions were 
found in the patients who had been immobile or had 
peripheral as well as spinal arthropathy.] G. Loewi 


11. Peripheral Neuropathy in Multiple Sclerosis | 

J. Hasson, R. D. Terry, and. H. M. ZIMMERMAN. 
Neurology [Neurology (Minneap.)] 8, 503-510, July, 1958. 
8 figs., 10 refs. 


In a study of the peripheral nervous system in dis- 
seminated sclerosis the authors found that, contrary to 
accepted views, these nerves are frequently the seat of 
disease. 

Of 82 cases of disseminated sclerosis studied anatomic- 
ally at Montefiore Hospital, New York City, specimens 
of peripheral nerves were available from only 20. In 6 
of these cases, 4 of which are described in detail, there were 
significant degrees of peripheral neuropathy. The find- 
ings in all 20 cases are summarized in a table, from which 
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it is clear that where the nutrition of the patient (at 
necropsy) was considered to be good, changes in the 
peripheral nerves were absent or minimal. On the other 
hand in emaciated patients degeneration of the nerves 
was marked. The degeneration was of the Wallerian 
type and was found to be more prominent distally than 
proximally. No plaques analogous to the character- 
istic lesions in the central nervous system were found in 
peripheral nerves. The authors state that the severity 
of the changes could not be correlated with the duration 
of the disease. The widespread lesions in the central 
nervous system usually masked effectively ary signs of 
peripheral nervous disorder. They attribute the changes 
observed to malnutrition and attendant avitaminosis. 
J. B. Cavanagh 


12. Peri-arterial Mast Cells in Coronary Atheroma and 
Thrombosis 

A. PoMERANCE. Journal of Pathology and Bacteriology 
[J. Path. Bact.] 76, 55-70, 1958. 11 figs., 17 refs. 


Since heparin prevents the development of atheroma 
in animals and the mast-cell system is believed to be the 
site of formation of this anticoagulant, it seems possible 
that both atheroma and thrombosis in man may be associ- 
ated with changes in the perivascular mast cells. This 
paper from the Royal Free Hospital, London, records the 
results of enumerating the tissue mast cells around 
human coronary arteries. The coronary arteries were 
obtained at necropsy from 50 patients whose death was 
attributed to coronary occlusion and 50 in whom the 
cause of death was apparently unrelated to coronary 
disease. 

It was found unexpectedly that the mast-cell count was 
proportional to the severity of the atheroma in the under- 
lying segment of the artery and was markedly increased 
around zones of recent thrombosis, but not around 
occlusion from other causes. The increase in the mast- 
cell count with increasing atheroma was significantly 
higher in males than females. These findings were un- 
affected by variations in age, heart weight, diameter of 
the artery, or delay in fixation of the tissue. It is postu- 
lated that the increase in the number of perivascular 
mast cells is due to inhibition of the normal mechanism 
of heparin release, and that anoxia may be the factor 
which determines this inhibition. A. W. H. Foxell 


13. Coxsackie Virus Myocarditis of the Newborn. A 
Pathological Survey of 4 Cases 

M. L. Smmennorr and C. J. Uys. Medical Proceedings 
[Med. Proc.] 4, 389-397, June 14, 1958. 5 figs., 18 refs. 


The post-mortem findings in 4 infants dying 2, 5, 9, and 
11 days respectively after the onset of myocarditis due to 
Coxsackie virus [see Abstracts 16, 34, and 177] are 
reported from the University of Cape Town. There was 
involvement of all 4 chambers of the heart, but necrosis 
was most severe in the left ventricle, where it tended to 
become confluent. Diffuse oedema, necrosis of myo- 
cardial fibres, and an acute inflammatory response were 
the principal histological findings in the 2 early deaths. 
In the 2 infants dying 9 and 11 days respectively after 
the onset of the illness the appearances were those of 
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fibroblastic repair, with loss of necrotic fibres, infiltration 
of histiocytes, plasma cells, and lymphocytes, and pro- 
liferation of fibroblasts with early formation of collagen. 
The rapidity of the repair processes was the most striking 
observation in this study of the evolution of the myo- 
cardial lesions. 

As regards extracardial findings, in 3 of the 4 patients 
there was a thick fibrinous exudate on the capsular 
surface of the liver and in one extensive necrosis of liver 
cells with some evidence of regeneration, collagen forma- 
tion, and a chronic inflammatory response. In this 
patient there was also extensive fibrinous exudate in the 
spleen. Meningo-encephalitis was present, but incon- 
spicuous in this series, one case showing a cellular 
meningeal infiltrate, another s!ight perivascular cuffing, 
and a third only focal microglia! prciiferation. 

D. Geraint James 


14. Morbid Anatomy of Disk Hernia. (Anatomie 
pathologique de la hernie discale) 

P. Decoutx, E. Houcke, J. P. RAZEMON, and P. 
LEMERLE. Presse médicale [Presse méd.| 66, 899-902, 
May 21, 1958. 12 figs., 16 refs. 


From the Cité Hospitaliére, Lille, the authors report 
168 cases of invertebral disk hernia operated on between 
1953 and 1957, together with the results of the gross and 
histological examination of herniated intervertebral disk 
tissue in 70 of these cases in which the herniated tissue 
could be removed en bloc. 

On the basis of their operative findings the authors 
divide invertebral disk lesions into the following four 
anatomical types. (1) Bulging disk (29 cases (17%)), 
which is not really a herniated disk, but in the authors’ 
experience is a frequent cause of root compression. 
(2) Incomplete hernia of the disk (85 cases (50°%)); here 
the herniated disk tissue is covered by the posterior 
longitudinal ligament (the “‘ dissecting protrusion” of 
Armstrong). (3) Complete disk hernia (48 cases 
(28-5°%)), in which the posterior longitudinal ligament is 
ruptured and the herniated tissue protrudes into the 
extradural space as a pedunculated mass. (4) Free disk 
hernia (6 cases (3-5°%)); in this relatively rare type the 
herniated disk tissue has lost its attachment and lies free 
in the extradural space. The disk protrusion may con- 
sist of tissue from the annulus fibrosus, from the nucleus 
pulposus, or from both. The material making up 4 
bulging disk or an incompletely herniated disk usually 
consists of annulus fibrosus, while that of a completely 
herniated disk or a free disk hernia consists of material 
from the nucleus pulposus. 

Histologically, the herniated disk consists of avascular 
or, very rarely, poorly vascular fibrous tissue showing 2 
variable amount of hyaline or cartilaginous change or, 
occasionally, areas of ossification. When vascular struc- 
tures are present they sometimes take the form of definite 
channels lined with endothelium, but more often they 
are merely clefts in the tissue and contain erythrocytes 
Degenerative changes are rare, but when present take the 
form of necrosis or cell degeneration of the cartilaginous 
or fibrous tissues. The peripheral part of the prolapsed 
disk often shows invasion by surrounding connective- 
tissue structures. H. A. Sissons 
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15. Stable Microscopical Preparations of Fungi for 
Educational Purposes. (IIpuroropneHue 
MHKPOCKOMMYECKHX MpenapaTos rpHOKOB B y4eOHEIx 
wemAx) 

S. A. KRASTELEVSKAJA. Becmuux J[epmamoaozuu u 
Beneponoeuu [Vestn. Derm. Vener.] 32, 22, No. 3, 
May-June, 1958. 


From the Leningrad ‘Medical Institute the author 
describes a method of making durable microscopical 
preparations of dermatophytes for teaching purposes. 
A specimen of infected hair or epidermis is placed on a 
slide and a drop of 10°%% sodium sulphide solution added 
so that the material is well immersed in it. After 2 
minutes the solution is removed with blotting paper and 
the preparation covered with a drop of glycerin or of an 
alcoholic solution of glycerin. A cover glass is then 
placed on top and the edges sealed off with wax. Such 
preparations can be kept for a long time without deterior- 
ation. It is maintained that the keratolytic properties 
of 10°% sodium sulphide solution are much greater and 
its tendency to crystallization much less than those of the 
more commonly used caustic potash solution. 

H. Makowska 


16. Coxsackie Virus Myocarditis of the Newborn. 
Virus Studies 

W. pu T. Naupé, G. SeLzer, and A. Kipps. Medical 
Proceedings [Med. Proc.] 4, 397-401, June 14, 1958. 


The authors report from the University of Cape Town 
that virus studies in connexion with outbreaks of neo- 
natal myocarditis [see Abstracts 13, 34, and 177] revealed 
the Coxsackie virus, Group B, Type 3 as the causa- 
tive organism. It was isolated from the faeces of 
9 affected infants, from the tissues in the 4 fatal cases, 
and also from the faeces of one clinically unaffected new- 
born infant in the nursing home, one nurse, and 2 
visitors to the home, as well as from 5 cases of Bornholm 
disease and one case of aseptic meningitis occurring in 
the community at that time. Inocula for the virus isola- 
tion studies were prepared from 10°% emulsions of faeces 


_and of post-mortem specimens of tissues. 


The cytopathogenic effect of the virus became apparent 
in monkey kidney tissue cultures between the 4th and 
6th days after inoculation, and was usually complete 
within 2 days. Newborn suckling mice showed tremor 
and weakness 3 or 4 days after intracerebral or intra- 
peritoneal inoculation and died within 24 hours of the 
onset of these signs. Neutralization tests indicated that 
all the virus strains isolated were of the same group and 
type. There appeared to be a clear relationship between 
virus concentration, the duration of the illness, and the 
acuteness of the lesion. In an infant dying after only 


2 days’ illness the myocardial lesion was acute and 
moderately extensive and the myocardial virus titre was 
exceptionally high. In contrast, in an infant who lived 
for 11 days after the onset moderately extensive myo- 
cardial lesions were associated with tissue repair and the 
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myocardial virus titre was low. The virus was not 
isolated from a liver showing florid necrosis, whereas it 
was abundantly present in another liver with no demon- 
strable lesion. It seems probable that the virus is 
present in large amounts at the stage of viraemia early 
in the disease and thereafter gradually disappears from 
the tissues. 

Further experiments were performed to evaluate the 
effect of intraperitoneal injection of cortisone on growth 
of the virus inoculated intracerebrally in suckling and 
adult mice. Virus multiplication reached the highest 
titres in the heart of suckling mice, and occurred earlier 
in the cortisone-treated adult mice than in untreated 
adult animals. Viraemia was also more obvious and 
appeared earlier in cortisone-treated adult mice than in 
the controls. Though the presence of cortisone appeared 
to favour the early appearance of the virus in the blood 
and heart muscle, it did not result in titres higher than 
those ultimately encountered in the hearts of untreated 
animals. D. Geraint James 


17. Antigenic Peculiarities of 1957 Influenza Viruses 
and Serologic Indexes of Immunity among the Population 
V. M. ZHpANov, L. Y. ZAKSTELSKAYA, V. E. YEFIMOVA, 
M. A. YAcHNO, and S. L. Kuair. Journal of the 
American Medical Association [J. Amer. med. Ass.] 167, 
1469-1474, July 19, 1958. 1 fig., 8 refs. 


This investigation was undertaken at the Institute of 
Virology, Moscow, in order to assess the state of anti- 
influenzal immunity in the population. The strains of 
influenza virus isolated in and around Moscow during 
June and July, 1957, were used in the form of infected 
allantoic fluid, and influenza antibodies were sought in 
samples of serum from donors throughout the U.S.S.R. 
during 1956-7. The serological reactions employed 
included haemagglutination-inhibition tests and neu- 
tralization tests in tissue culture. 

The antigenic pattern of 15 Russian strains of influenza 
virus isolated during the summer of 1957 was different 
from that of strains previously encountered in Western 
countries. The strains were divided into two groups, 
avid and non-avid, depending on whether they reacted 
with homologous or heterologous serum. Strains which 
reacted avidly with homologous sera were sensitive to 
inhibitors present in normal animal sera, and these strains 
failed to agglutinate mouse and bovine erythrocytes. 
Non-avid strains were more reactive to heterologous sera, 
were not sensitive to inhibitors, and agglutinated mouse 
and bovine erythrocytes. Strains belonging to each of 
these two distinctive groups were then used to study 
the serological index of influenza immunity in the popu- 
lation, both before and after the influenza epidemic in 


‘the autumn of 1957. Antibodies against the avid group 


of 1957 viruses were present in sera obtained in 1956, 
that is, before the appearance of the new viruses, whereas 
these same sera did not react with the non-avid group 
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of viruses. Antibodies to the non-avid strains began to 
appear in sera taken after the epidemic, although their 
level was lower than that of avid-strain antibodies. 

D. Geraint James 


18. Serological Response of Infants to Peliomyelitis 
Vaccine 

F. T. Perkins, R. Yetts, and W. British 
Medical Journal (Brit. med. J.| 2, 68-71, July 12, 1958. 
2 figs., 9 refs. 


It has been shown that a satisfactory serological re- 
sponse to poliomyelitis vaccine occurs in children after 
the age of one year, but little is yet known of the response 
of younger infants. An investigation was therefore 
undertaken by the Department of Child Health of the 
University of Manchester to determine how soon after 
birth a response to this vaccine could be obtained and 
whether it would be possible to immunize infants against 
poliomyelitis before the injection of other immunizing 
agents and thus to avoid the risk of provoked paralysis. 
The 88 infants studied were immunized with two doses of 
vaccine at an interval of 4 weeks, 34 receiving the first 
dose at the age of one week (Group A), 29 at 6 weeks 
(Group B), and 25 at 10 weeks (Group C). Cord blood 
was obtained from each infant and a specimen from its 
mother. Blood was obtained before the first dose of 
vaccine from infants in Groups B and C and from all 
the babies 2 to 3 weeks after the second dose of vaccine. 
The sera were titrated for poliomyelitis neutralizing anti- 
bodies to each of the three virus types in monkey kidney 
cell cultures. 

Only 4 of the specimens of cord blood contained no 
antibodies to any of the types, and 55 contained anti- 
bodies to all three types. There was considerable vari- 
ation in the titres, but in the majority of cases the titres 
in maternal and cord blood were similar—in all but 2 the 
difference was less than fourfold. By the time the first 
dese was given the mean antibody titre had declined by 
about 70% in Group B and by about 90°%% in Group C, 
indicating that the maternal antibody level was halved 
every 21 days. Only a small proportion of the infants 
responded to the vaccine, increase in serum antibody 
titre to Type-1 virus occurring in 12-5%, to Type 2 in 
47%, and to Type 3 in 36%. In general the lower the 
titre of antibodies in the maternal serum, the greater was 
the proportion of infants who responded, but the effect 
of the maternal titre on the response varied with the virus 
type. ‘Thus with Type 1 no infant responded when the 
maternal titre was greater than 16, while with Types 2 
and 3 the corresponding titres were 512 and 64. In 
the older age groups there was some increase in the 
proportion responding to vaccination with decline of the 
pre-vaccination titre, but some of the increase in response 
appeared to be due to the increasing age of the infant. 

It is clear from this investigation that the earliest age 
at which infants can be successfully immunized against 
poliomyelitis depends upon a number of factors, but that 
the titre of antibody transmitted from the mother is un- 
likely to have fallen to a non-inhibitory level before the 
age of 6to9 months. The response to immunization of 
the child at this age and to a third dose of vaccine 
given a month after an early primary course, and the 
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effect of immunization of the mother during pregnancy 
on the serum antibody level of the infant are now 
being studied. R. F. Jennison 


19. Tuberculosis Antibodies in Sarcoidosis. (Tuber- 
kulose-Antikérper bei Morbus Boeck) 

W. MULLER, K. Wurm, and H. REINDELL. Beitrdge zur 
Klinik der Tuberkulose und spezifischen Tuberkulose- 
Forschung [Beitr. Klin. Tuberk.] 118, 229-243, 1958. 
2 figs., bibliography. 

The authors discuss the hypothesis that sarcoidosis is 
of tuberculous origin and report an investigation carried 
out at the Medical Clinic of the University of Freiburg 
on 111 patients with sarcoidosis in which the presence of 
tuberculosis antibodies in the blood was studied by 
means of the haemagglutination method, the Middle- 
brook—Dubos haemolysis reaction, and a complement- 
fixation reaction. The results were compared with those 
obtained from 50 healthy persons and 88 patients suffer- 
ing from active tuberculosis of the lungs or lymph nodes. 

With all three tests positive reactions were more fre- 
quently demonstrated in the patients with sarcoidosis 
than in the healthy individuals, though the proportion 
of positive results was much lower than in the patients 
with tuberculosis. The presence or absence of tuber- 
culosis antibodies was not correlated with the various 
stages of sarcoidosis, nor was there any parallelism be- 
tween the course of the disease and the tuberculin reaction, 
which was mostly negative or very weak. There was no 
correlation between the titre of tuberculosis antibodies 
and the concentrations of the different serum globulin 
fractions. Franz Heimann 


20. A Rapid Test for the Presence of Increased Cold 


Agglutinins 
D. H. Garrow. British Medical Journal [Brit. med. J.] 
2, 206-208, July 26, 1958. 2 figs., 11 refs. 


A simple and rapid screening test for the presence of 
increased cold agglutinins is described. A mixture of 
whole blood and sodium citrate in equal parts in a small 
test-tube is chilled; under these circumstances an excess 
of cold antibody causes the red cells to agglutinate almost 
immediately, whereas a normal amount fails to produce 
agglutination even after prolonged chilling. Tests were 
recorded as positive or negative respectively, and 
were compared with titrations in 92 instances; they were 
usually positive at a titre of 64, always negative at 16 or 
lower, and always positive at 256 or higher. 

The diagnostic value of the test was assessed in 583 
children and adults suffering from a variety of conditions. 
With 3 exceptions a rapid screening test was positive only 
in association with virus pneumonia. The test has 
several advantages over titration as a method for estim- 
ating cold agglutinins: (1) venepuncture is unnecessary; 
(2) no special equipment is required; (3) it is a measure 
of the avidity of agglutination as well as of the titre; 
(4) it takes less than a minute to perform; (5) the same 
sample of blood can be tested as often as desired. It 
has been found of considerable value in the diagnosis of 
virus pneumonia and could be performed as readily in 
general practice as in hospital—[Author’s summary.] 
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21. The Effect of Methyprylon on Respiration and the 
Cardiovascular System of Man . 


F. J. Mackay, F. W. Hesre, and N. M. GREENE. 
Anesthesia and Analgesia; Current Researches [Anesth. 
Analg. curr. Res.] 37, 226-228, July—Aug., 1958. 12 refs. 


In studies reported from Yale University School of 
Medicine the authors administered 400 mg. of methy- 
prylone (“‘noludar”’) by mouth to 7 healthy adults. 
Arterial blood samples were taken through an indwelling 
Cournand needle and the plasma CO content and pH 
were determined before and 80 and 110 minutes after 
ingestion of the drug. To determine the cardiovascular 
effects of the drug the tilt-table test was carried out 
before and again at 30, 60, and 90 minutes after ingestion 
of methyprylone. In this test, with the patient horizon- 
tal, blood pressure and pulse rate are recorded every 5 
minutes until stable, whereupon the patient is then 
rapidly tilted to an angle of 60 degrees head up and the 
blood pressure and pulse rate again recorded at intervals 
of 2 to 5 minutes. After the administration of methy- 
prylone there was a significant rise in pCO2, the mean 
rise being 8-7 mm. Hg. There was little cardiovascular 
response, as manifested by changes in blood pressure 
and pulse rate, to tilting at any time interval after 
administration of the drug. Mark Swerdlow 


22. A Comparative Study of the Use of Ferric Chelate 
in Iron-deficiency Anaemia 

C. F. HerrinGce. British Medical Journal [Brit. med. J.] 
2, 140-141, July 19, 1958. 1 fig., 8 refs. 


This paper from St. George’s Hospital, London, 
describes a clinical trial of a new iron preparation (ferric 
chelate) in comparison with two standard preparations 
(ferrous succinate and ferrous gluconate). These were 
given as elixirs to 30 patients in. a hospital for mentally 
deficient children. Patients were of both sexes and aged 
5 to 18 years, selection for inclusion in the trial, which 
lasted 6 weeks, being on the basis of a haemoglobin level 
below 11-5 g. per 100 ml. 

In the dosages used the response to ferric chelate 
was significantly greater, judged from the average rise in 
haemoglobin level, than that to either of the other 
drugs. The patients treated with ferric chelate received 
a much larger amount of elemental iron, however, than 
those given the succinate or the gluconate, the daily 
intakes of elemental iron being 142 to 213 mg., 52:5 to 
70 mg., and 68 to 102 mg. respectively. In the groups 
receiving the chelate preparation diarrhoea was more 
Prominent, and there was some prolongation of the one- 
Stage prothrombin time in half the patients, though this 
was not of sufficient degree to have clinical significance. 
It is considered that a smaller dose of ferric chelate than 
that used in this trial would still give an adequate 
haematological response, but with lessened likelihood of 
side-effects. A. S. Douglas 


Pharmacology and Therapeutics 


23. The Clinical Evaluation of Sustained Release Anti- 
tussives 

L. J. Cass and W. S. FreperiK. Annals of Internal 
Medicine [Ann. intern. Med.| 49, 151-160, July, 1958. 
5 figs., 5 refs. 


The authors describe a clinical trial of a sustained- 
action antitussive agent in which 67 patients suffering 
from chronic cough due to tuberculosis or other chronic 
respiratory infection took part. The drug studied was 


_ dihydrocodeinone, which was amalgamated with an ion- 


exchange resin complex; by this device, as a result of 
ion exchange in the alimentary tract, the active drug is 
liberated at a constant slow rate, thus prolonging the 
antitussive effect of a single oral dose of the complex. 
By use of the double-blind technique a clinical comparison 
was made of the cough-suppressing effects of a placebo 
and two dose levels (5 mg. and 10 mg.) of the dihydro- 
codeinone-resin complex for a period of 12 hours after 
a single dose, each of the preparations in identical tablets 
being given to each patient for a period of 7 days in 
random order. One nurse carried out all of the observa- 
tions at 3-hourly intervals between 7 a.m. and 7 p.m. - 
on the test days, the amount of cough relief being 
recorded on a 5-point scale (O0=no relief; 4—maximal 
relief). 

Statistical analysis of the results showed that the pla- 
cebo had the least antitussive effect and that even this 
diminished during the period of 7 days, whereas the two 
preparations containing respectively 5 mg. and 10 mg. 
of dihydrocodeinone exhibited sustained cough-sup- 
pressing activity for 12 hours, that containing 10 mg. 
being more effective at the end of the observation period 
than at the beginning; the differences between the effects 
of the placebo and the active drugs were statistically 
significant. 

- A similar comparative study was made, on 60 patients, 
of the antitussive effects of single doses of (A) dihydro- 
codeinone bitartrate and phenyltoloxamine citrate in 
solution form, and (B) a suspension of dihydrocodeinone-— 
phenyltoloxamine-resin complex. The average anti- 
tussive effect of B 3 hours after administration was 
significantly less than that of A owing to its slow release, 
but was significantly greater after 12 hours. 

T. J. Thomson 


24. Drug Synergism (Potentiation) in Pain Relief in 
Man: Papaverine and Morphine 

S. G. Macris, J. S. GRAVENSTEIN, C. W. REICHLE, and 
H. K. BEECHER. Science [Science] 128, 84-85, July 11, 
1958. 9 refs. 


From Harvard Medical School and Massachusetts 
General Hospital, Boston, a double-blind investigation is 
reported of the analgesic effects of papaverine and 
morphine given subcutaneously against steady wound 
pain in 67 patients subjected to abdominal, thoracic, or 
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major orthopaedic operations. Papaverine in a dosage 
of 50 or 100 mg. per 70 kg. body weight was without 
analgesic activity, whereas morphine in a dosage of 
10 mg. per 70 kg. body weight was consistently effective 
in relieving pain. It was found, however, that although 
papaverine itself was without analgesic activity, it poten- 
tiated the analgesic effect of morphine subsequently 
administered. Dihydrocodeine, which was given to a 
few patients, also appeared to augment the analgesic 
effect of morphine subsequently administered, suggesting 
that the potentiating action is not specific to papaverine. 
W. C. Bowman 


25. The Effect of Tetraethylammonium (T.E.A.) on 
Neuromuscular Block Caused by Succinyldicholine and 
Succinylmonocholine. [In English] 

J. STOVNER. Acta anaesthesiologica Scandinavica [Acta 
anaesth. scand.| 2, 53-67, 1958. 6 figs., 27 refs. 


The effect of tetraethylammonium (T.E.A.) on neuro- 
muscular block by succinyldicholine and succinylmono- 
choline has been investigated in phrenic nerve diaphragm 
preparations from rats and kittens and in nerve-muscle 
preparations in situ in rabbits and cats. When single 
nerve shocks were applied, block by succinyldicholine 
was antagonized by T.E.A. in all preparations except in 
the cat tibialis, where no significant effect was obtained. 
On increasing the frequency of stimulation the restoring 
effect of T.E.A. became transient in all preparations. 
T.E.A. was a stronger antagonist of succinylmonocholine 
block than of succinyldicholine block. This was 
especially apparent at higher frequencies of stimulation. 
A certain antagonistic effect of T.E.A. on block by suc- 
cinylmonocholine could also be obtained in the cat’s 


tibialis. The B-hydroxy derivative of T.E.A. had no 


effect on block by either succinyldicholine or succinyl- 
monocholine. Succinylmonocholine was found to have 
a stronger action on the rat diaphragm than on the kitten 
diaphragm, while the opposite was found with succinyl- 
dicholine. Block by succinylmonocholine could be 
antagonized by eserine, while eserine had no effect on 
succinyldicholine block. Curare deepened block by 
succinylmonocholine but antagonized succinyldicholine 
block. These findings were taken as an indication that 
block by succinylmonocholine was more competitive in 
nature than block by succinyldicholine. 

In general it appeared that the restoring effect of 
T.E.A. was most marked’ whenever the competitive ele- 
ment of the block was predominant. This result is 
viewed as consistent with an action of T.E.A. on motor 
nerve terminals whereby the transmitter release is 
increased.—[Author’s summary.] 


26. The Effect of Intravenous Calcium Gluconate on 
the Renal Excretion of Water and Electrolytes 

P. FREEDMAN, R. Mouton, and A. G. SPENCER. Clini- 
cal Science {Clin. Sci.] 17, 247-263, May, 1958. 6 figs., 
35 refs. 


The experiments here reported from University College 
Medical School, London, were carried out in order to 
study further the role of calcium in relation to oedematous 
states. Previous use of calcium preparations in the 


treatment of the oedema associated with renal disease 
had shown conflicting results, and possible reasons for 
this are discussed. Recent work has shown, however, 
that intravenous calcium gluconate can produce a 
diuresis in normal subjects. 

Calcium gluconate was therefore given as an infusion 
in an amount equivalent to 12 mg. per kg. body weight 
over 2 hours in 12 experiments on 9 patients suffering 
from oedema of various degrees, due to kidney damage 
in some cases and to cardiovascular disease in others. 
The patients were kept in bed on a constant diet, with 
various intakes of salt and 1-5 litres of water daily. 
Inulin and PAH clearances were determined, and the 
plasma and urine, sodium, potassium, calcium, mag- 
nesium, bicarbonate, and phosphate concentrations 
estimated. The pH and urea content of the urine were 
also measured. There were only minor side-effects from 
administration of the preparation, but the serum calcium 
level was raised for only 2 to 8 hours and did not exceed 
14 mg. per 100 ml., and the clinical value of the treatment 
was slight. 

The authors add a reminder that higher concentra- 
tions of calcium may result in death from cardiac 
arrest, especially in digitalized patients, while a more 
persistently raised serum calcium level may result in 
metastatic calcification, particularly in the cornea, 
arteries, and kidneys. For these reasons, therefore, the 
authors conclude, despite the short-term effectiveness of 
calcium gluconate therapy in some of these patients, the 
long-continued elevation of the serum calcium concen- 
tration is too dangerous to justify the general use of such 
treatment. I. M. Rollo 


27. Studies on the Mechanism of Diuretic Action of 
Chlorothiazide 


R. F. Pritts, F. K. Ruck, R. Lozano, D. W. TAYLOR, 
O.P.A. HEIDENREICH, and R. H. KessLer. Journal of 
Pharmacology and Experimental Therapeutics [J. Phar- 
macol. exp. Ther.| 123, 89-97, June, 1958. 20 refs. 


To obtain further information concerning the mechan- 
ism of the diuretic action of chlorothiazide experiments 
were carried out at Cornell University Medical College, 
New York, in which chlorothiazide, acetazolamide, or 
chlormerodrin was given intravenously to dogs in doses 
which had been found sufficient to produce a maximum 
diuretic response. At the peak of action of one of these 
drugs another was given. It was found that acetazol- 
amide had little effect on the action of chlorothiazide, 
but that when chlormerodrin was given during the 
response to either of the other two drugs diuresis was 
increased. Chlorothiazide and acetazolamide increased 
excretion of sodium, potassium, chloride, and bicarbonate, 


and induced an alkaline urine. Chlormerodrin increased 


excretion of sodium and potassium, but decreased that of 
bicarbonate and left the urine acid. 

It is suggested that chlorothiazide and acetazolamide 
act on the same renal mechanisms, both being inhibitors 
of carbonic anhydrase, and that the mercurial diuretic 
either blocks a different mechanism or interferes with 
different enzymatic reactions for supplying energy for 
reabsorption. V. J. Woolley 
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28. A New Concept in the Treatment of Penicillin 
Reactions: Use of Penicillinase 

R. M. Becker. Annals of Internal Medicine [Ann. 
intern. Med.] 48, 1228-1242, June, 1958. 2 refs. 


The author briefly describes 46 cases in which peni- 
cillinase was given in the treatment of reactions to 
penicillin, mostly to long-acting preparations of the anti- 
biotic. The chief reaction was generalized urticaria, 
with and without swelling of the joints. Penicillinase 
was given intramuscularly in a dosage of 1 to 2 mega 
units, and within 1 to 3 days skin and joint lesions had 
cleared. Good results were obtained in 24 patients 
who received penicillinase only, and in 20 who also 
received antihistamine drugs and steroids. The response 
was poor in 2 patients given penicillinase a week or more 
after the reaction had started. There were no systemic 
toxic reactions, although a few patients complained of 
pain at the site of injection. I. Ansell 


29. The Growth of Sensitive and Resistant Strains of 
Micrococcus pyogenes in the Presence of Varying Concen- 
trations of Chloramphenicol 

H. H. Ramsey. Antibiotics and Chemotherapy [Antibiot. 
and Chemother.| 8, 250-254, May, 1958. 3 figs., 7 refs. 


At the University of Oklahoma School of Medicine, 
Oklahoma City, the author has investigated the effects 
of various concentrations of chloramphenicol on the 
growth in culture of two strains of Staphylococcus aureus, 
the growth of one of which was known to be completely 
inhibited by a concentration of 8 yg. of chloramphenicol 
per ml., while the other, a resistant strain, required 200 
pg. per ml. for complete inhibition of growth. Concen- 
trations of chloramphenicol less than those required for 
complete inhibition of growth appeared to have a greater 
effect on the resistant strain than on the sensitive one. 
It is concluded that these results suggest that resistance 
may be a multiple phenomenon, ‘since if resistance were 
due to a single structural or biochemical change it might 
be expected that the two strains would have responded 
similarly to submaximal concentrations of the antibiotic. 

L. A. Elson 


30. Kanamycin 
M. Fincanp. Lancet [Lancet] 2, 209-211, July 26, 1958. 


Kanamycin, an antibiotic derived from the fermenta- 
tion products of Streptomyces kanamyceticus, is similar 
to neomycin and streptomycin in chemical structure, 
antimicrobial range, bacterial resistance, toxicity, and 
Pharmacology. It is active against pathogenic aerobic 
Gram-positive and Gram-negative bacteria and myco- 
bacteria. Resistance to kanamycin can be readily in- 
duced in staphylococci and Escherichia coli. Complete 
or partial cross-resistance occurs with neomycin, strepto- 
mycin, and viomycin. Kanamycin may cause drug 
fever, rashes, and eosinophilia, but the chief toxic effects 
of this antibiotic are deafness and renal damage. It is 


Chemotherapy 


poorly absorbed from the gastro-intestinal tract, but 


kanamycin sulphate is stable, readily soluble, and suit- 
able for intramuscular injection. Also absorption is 
rapid after parenteral administration, a peak serum 
concentration being reached in one hour. Excretion is 
by glomerular filtration, and over one-half of the dose 
given appears in the urine within 24 hours. 

At present the chief indications for intramuscular 
administration of kanamycin are troublesome staphylo- 
coccal and tuberculous infections which have not 
responded to other antibiotics. Good results have been 
obtained in cases of staphylococcal infection, including 
many severe cases in which the organisms were resistant 
to penicillin, streptomycin, and the tetracyclines. Japan~ 
ese experience in tuberculosis suggests that kanamycin 
given with PAS exerts an effect comparable to that of 
streptomycin and PAS. Kanamycin-resistant tubercle 
bacilli which emerge during treatment are also resistant 
to neomycin, but streptomycin resistance is not acquired 
in the process. Kanamycin may be given by mouth 
for the suppression of aerobic intestinal bacteria before _ 
operation and in cases of hepatic coma. The dosage by 
mouth is 4 to 8 g. daily, and by intramuscular injection 
1 g. at 8- to 12-hour intervals. D. Geraint Jones 


31. Experiences with E-39 in the Treatment of Ad- 
vanced Malignant Neoplasms 

A. BRUNSCHWIG. Cancer [Cancer (Philad.)] 11, 765-768, 
July—Aug., 1958. 3 refs. 


The compound 2:5-di-propyloxy-3 : 6-di-ethylenimino- 
benzoquinone (E-39) was administered intravenously to 
40 patients with various forms of advanced cancer; in 
this series a large percentage had advanced ovarian 
cancer. Evidence of response to the injections was 
observed in 13 of 40 patients. Among 5 with advanced 
cancer of the colon there were 2 responses. Among 13 
with advanced cancer of the ovaries there were 7 
responses. It appears that E-39 is sometimes effective in 
causing a temporary restraint in growth or a temporary 
regression of certain malignant neoplasms in man.— 
[Author’s summary.] 


32. The Treatment of Advanced Melanoma 
with Triethylene Thiophosphoramide (Thio-TEPA or TSPA) 
S. L. Gumport, J. C. Wricut, and F. M. GoLoms. 
Annals of Surgery [Ann. Surg.] 147, 232-238, Feb., 1958. 
3 figs., 12 refs. 


A report is presented from Bellevue and the University 
Hospitals (New York Uniyersity Post-Graduate Medical 
School), New York, of the treatment of 16 cases of 
advanced inoperable malignant melanoma with triethy- 
lene thiophosphoramide (thio-TEPA or TSPA). In 5 
cases temporary improvement. was obtained, and it is 
suggested that this agent be given prophylactically at 
the time of initial surgery in an attempt to prevent dis- 
semination of the tumour. G. Calcutt 


Infectious Diseases 


33. Rubella: Demonstration of Neutralizing Antibody 
in Gamma Globulin and Re-evaluation of the Rubella 
Problem 
S. KRUGMAN and R. Warp. New England Journal of 
Medicine [New Engl. J. Med.| 259, 16-19, July 3, 1958. 
14 refs. 


In the investigations here reported from New York 
University College of Medicine pooled serum obtained 
from patients on the day of appearance of the rash of 
rubella was used (after storage for 10 months at —20° C.) 
as a source of rubella virus, and inmates of a State School 
were used (with their parents’ consent) as subjects. 

Preliminary tests showed that 0-5 ml. of the serum 
injected intramuscularly produced rubella in 5 out of 5 
subjects. Four groups, each of 6 children who were 
“presumably susceptible”’, were then given the same 
dose of rubella serum mixed and briefly incubated with 
an equal amount of: (1) serum from infants who had 
not had rubella, 5 out of 6 children in this group develop- 
ing rubella; (2) gamma globulin, only one child develop- 
ing rubella; (3) “‘ convalescent-phase rubella plasma ’”’, 
only one child developing rubella; and (4) ‘* convalescent- 
phase rubella gamma globulin ’’, none of the children in 
this group developing rubella. 

The authors suggest that effective protection against 
rubella depends on the early administration of large 
doses of gamma globulin, and recommend the use of 
0-15 to 0-2 ml. of the standard American Red Cross 
preparation per Ib. (0-33 to 0-44 ml. per kg.) body weight. 
They review the recent literature concerning the risk of 
foetal abnormality after rubella in early pregnancy and 
discuss the management of pregnant women who have 
been exposed to the disease. G. C. R. Morris 


34. Coxsackie Myocarditis of the Newborn 
P. V. SUCKLING and L. VoGELPoEL. Medical Proceedings 
[Med. Proc.] 4, 372-389, June 14, 1958. 13 refs. 


Two outbreaks of myocarditis due to infection with 
Coxsackie B3 virus which occurred in April and in 
June, 1957, involving 8 newborn European infants in a 
Cape Town nursing home are described. The virus was 
isolated from the myocardium of the 4 infants who died 
and from the faeces of the 4 who recovered. The onset 
was noted when the infants developed pyrexia, cyanosis, 
red throat, limpness, vomiting, and dyspnoea between 
the 5th and 8th days of life. A disproportionate tachy- 
cardia, triple rhythm, and a widespread precordial 
systolic murmur denoted severe infection, while hepato- 
megaly due to cardiac failure was of grave prognostic 
import, since all 4 infants with this sign died. 

Changes consistent with myocarditis were seen in the 
electrocardiogram of all 5 infants in whom it was 
recorded, and the tracings were observed to return to 
normal in the 4 surviving patients. Radiographs of the 
chest proved to be of little diagnostic or prognostic 


value; an increased cardio-thoracic ratio, indicating 
cardiomegaly, was noted in 2 of the 4 infants so exam- 
ined. The patients were nursed flat in the supine posi- 
tion, the intake of salt and fluids was restricted, and 
digitalis, oxygen, broad-spectrum antibiotics, and 
occasionally diuretics were administered. The value of 
y globulin, cortisone, and hypothermia is discussed, but 
none of these measures was adopted in this series. 
D. Geraint James 


[See also Abstracts 13, 16, and 177.—Eprror.] 
35. Influenzal’ Encephalopathy and _  Post-influenzal 
itis 


Encephali 
T. H. Frewett and J. G. Houtt. Lancet [Lancet] 2, 
11-15, July 5, 1958. 17 refs. 


Four groups of cases are reported from the Little 
Bromwich General Hospital, Birmingham, in which 
influenza was associated with a neurological disturb- 
ance. Most of them occurred in the epidemicof late 1957, 
and 11 of the 18 patients were children. The first group 
comprised 6 cases in which death in an attack of influenza 
followed after fits or clinical encephalitis. Asian-type 
influenza virus was isolated from the lungs in 5 cases, 
and from the brain in one. In all cases the brain was 
congested, but “‘ no perivascular infiltration with inflam- 
matory cells was noted”. The 4 patients forming the 
second group contracted encephalitis beginning 3 to 
14 days after an attack of influenza-A which was diag- 
nosed by serological means. These patients were 
treated with corticosteroids and 3 recovered rapidly; the 
remaining patient, a child aged 2 years, recovered only 
slowly and remained spastic. 

The third group consisted of 2 cases of ascending 
polyneuritis of the Guillain-Barré type with onset 11 
and 7 days respectively after an attack of influenza, 
again with serological evidence of influenza-A virus. 
One patient recovered, but the other died after showing 
some improvement; in the latter case extensive peri- 
vascular demyelination was found. The last group was 
made up of 6 patients who developed encephalitis a few 
days after an illness resembling influenza, but without 
serological evidence or isolation of the virus. The one 
patient in this group who died was found to have an 
acute haemorrhagic leucoencephalitis, but no sign in the 
lungs of influenza and no virus was isolated. 

Brief reports of 8 cases are given and the serological 
and virological methods used are described. Citing 
previous reports of similar cases the authors discuss the 
significance of the association of these neurological 
conditions with influenza, especially in relation to the 
prevalence of serological evidence of recent infection in 
the population. They conclude that more evidence is 
needed, and state that detailed histological studies of the 
brains of the 6 patients in the first group are now being 
carried out. G. C. R. Morris 
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36. Electromyographic Observations in Patients with 
Tetanus: with Special Reference to the Effect of Drugs 
M. A. PERLSTEIN, M. TURNER, and H. ELram. Archives 
of Physical Medicine and Rehabilitation [Arch. phys. Med.} 
39, 283-289, May, 1958. 3 figs., 10 refs. , 


The authors present the clinical and electromyographic 
findings in 7 adult patients with acute tetanus on whom 
yarious therapeutic procedures were tried at Cook 
County Hospital (Northwestern University Medical 
School), Chicago. In 4 of these cases the patients were 
heroin addicts and the tetanus, which proved fatal, was 
caused by contaminated injections; the remaining 3 
patients were not drug addicts and recovered. All were 
having severe tetanic spasms on admission. The electro- 
myographic (EMG) findings were observed and tape- 
recorded, unipolar needle electrodes being inserted 
in the masseter or trapezius muscles before the patient 
received medication and again after the administration 
of chlorpromazine, meprobamate, pentobarbitone and 
“compound MR 710” (dicyclopropyl ketoxine). The 
EMG response to various stimuli (auditory, visual, 
tactile, painful, proprioceptive, and visceral) before and 
after medication was also studied. 

Before medication the EMG recording “ at rest ’”’ was 
characterized by electrical “‘ silence” or by fasciculatory 
and repetitive activity in the intervals between spasms 
and by an interferential pattern during the spasms. No 
abnormal potentials were observed. These findings are 
interpreted as indicating a state of hyperexcitability in the 
spinal motor neurones. Exteroceptive, proprioceptive, 
and interoceptive stimuli increased the frequency and 
severity of the spasms. Meprobamate abolished spon- 
taneous EMG activity at rest and also stopped the spasms 
initiated by painful and other exteroceptive stimuli, but 
not those induced by interoceptive or proprioceptive 
impulses. MR 710 diminished the spontaneous activity 
at rest and also reduced the seizure reaction to all 
stimuli. Chlorpromazine and pentobarbitone reduced 
spontaneous EMG activity at rest and the number 
of spasms triggered by various stimuli without abolishing 
them. Meprobamate had a less soporific effect than 
MR 710, but pentobarbitone and: chlorpromazine caused 
drowsiness to the point of coma. Kenneth Tyler 


37. Treatment of Tonsilitis. A Therapeutic Trial of 
Phenoxymethylpenicillin in a Food-borne Epidemic of 
Tonsilitis 

M. A. McDonaLp and P. J. Taytor. British Medical 
Journal (Brit. med. J.| 2, 537-539, Aug. 30, 1958. 6 refs. 


In a probably milk-borne epidemic of streptococcal 
tonsilitis involving 116 cases at an R.A.F. station in 
Cyprus a controlled trial was carried out on 108 cases 
with (1) a mixture of sulphadiazine, sulphamerazine, and 
sulphathiazole (“‘ sulphatriad ”’), 4 g. immediately and 
then 1-5 g. 4-hourly; (2) phenoxymethylpenicillin, 120 
mg. 8-hourly; or (3) aspirin 10 grains (0-65 g.) 4-hourly. 
It was found that penicillin hastened the return to normal 
of the appearance of the throat and the temperature, 
and shortened the duration of the illness. 

Although Streptococcus pyogenes was isolated in only 
56% of the cases, the epidemiological and clinical fea- 
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tures of all patients justified admission to the trial. After 
clinical recovery a positive throat swab was found in one 
case in the sulphonamide-treated group, in one in the 
penicillin group, but in 8 cases in the aspirin group. 
€omplications such as rheumatic fever or nephritis 
were not observed, but 31 of the patients developed 
scarlet fever. The authors suggest that the lack of a 
more striking effect of penicillin may be related to the 
possibility that tonsilitis is due to a double infection with 
both viruses and bacteria. Max Mayer 


38. Therapy of Trichuriasis and Ascariasis with Dithi- 
azanine 


J. C. SWARTZWELDER, R. LAMPERT, J. H. MILLER, R. W. 
SAPPENFIELD, W. W. Frye, S. H. ABADIE, and L. J. Coco. 
American Journal of Tropical Medicine and Hygiene 
[Amer. J. trop. Med. Hyg.] 7, 329-333, May, 1958. 


At the Charity Hospital of Louisiana, New Orleans, 
dithiazanine (3-3’:diethylthiadicarbocyanine iodide) was 
used in the treatment of trichuriasis and ascariasis in 
children and adults under conditions of individual and 
mass therapy. For the individual therapy of 36 children 
with a wide range in degree of infestation the dosage 
employed was 20 mg. per lb. (44 mg. per kg.) body 
weight three times daily for 5 or more days, 600 mg. 
being the maximum total dose given on any one day. 
For those children treated for whipworm in a preliminary 
trial the dose was smaller at first but was later increased 
so that up to 17 doses were given in all. Stools were 
examined for ova before and during treatment and for 
one or 2 weeks after completion of treatment. The 
Stoll egg-count and formalin-ether concentration tech- 
niques were employed. Of the 36 cases treated, the egg 
count was reduced to nil in 26 (72°%) and to insignificant 
proportions in most of the remaining cases. A reduction 
of 98°% in the egg count was achieved for the group as a 
whole. In the mass therapy of 262 adults, all of whom 
weighed 90 Ib. (40 kg.) or more, 200 mg. of the drug was 
given three times daily for 1, 2, 3, 5, and 10 days to differ- 
ent groups. The cure rates for whipworm infection in 
these groups were 3, 24, 77, 97, and 100% respectively, 
while the reductions in egg-count per group were 52, 88, 
99, 100, and 100% respectively. Dysentery and dia- 
rrhoea, if present before treatment, disappeared. 

In a further study observation was made of the effects 
of dithiazanine treatment in 30 of the children who had 
ascariasis concurrently with whipworm infection and in 
7 other patients who had ascariasis alone, the period 
of treatment in these cases ranging from 5 to 17 days. 
Of 37 patients treated 24 were cured and major reductions 
in egg-count occurred in most of the remaining 13 cases. 
Of the adults treated by mass therapy, 10 out of 15 
patients concurrently infected with Ascaris lumbricoide 
were cleared of this parasite after treatment ranging from 
1 to 3 days. The drug caused few side-effects during 
treatment, though in some small debilitated children 
vomiting occurred (in 9 of the 37 patients). In most 
instances the drug was administered in the form of 100- 
mg. enteric-coated tablets. Urine analysis showed no 
abnormality or discoloration, but the drug stained the 
faeces blue. ; O. D. Standen 
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Tuberculosis 


39. The Treatment of Primary Tuberculosis in Child- 40. An Effective Method of Treatment of Tuberculous 


ren. (Traitement de la tuberculose initiale chez l’enfant) 
H. E. Brissaup, A. S. KAPLAN, H. NOuFFLARD, J. 
RAYNAUD, J. HANOTEAU, and J. PiGNieER. Pédiatrie 
[Pédiatrie] 13, 369-398, 1958. 28 figs., bibliography. 


This retrospective survey of the value of specific 
chemotherapy in primary tuberculosis, reported from the 
H6pital de la Salpétriére, Paris, is based on the experi- 
ence gained in the management of 1,062 children so 
treated and 600 treated by other means in a preventorium 
between 1948 and 1955. (Frequent reference is also 
made to the results of a similar, but larger, inquiry con- 
ducted on a national scale by the Institut National 
d’Hygiéne.) The results are analysed in 28 tables and 
histograms [but it is impossible to determine what groups 
of patients are included in each, and the grounds for such 
inclusion]. 

It is concluded that treatment of primary tuberculosis 
with isoniazid in conjunction with PAS for a period of 
not less than 8 to 10 months greatly diminishes the risk 
of tuberculous pleurisy and, to a lesser extent, that of 
tuberculous meningitis and other extrapulmonary mani- 
festations of tuberculosis, and also of post-primary 
pulmonary tuberculosis. Chemotherapy also favour- 
ably influences the course of the primary tuberculosis, 
segmental lesions being observed to develop less fre- 
quently in treated cases. It is considered that all young 
children and all adolescents should be given chemo- 
therapy irrespective of the presence or absence of symp- 
toms. Children of school age need be treated only 
if they present clinical, bacteriological, or radiological 


‘evidence of active disease. 


In an attempt to assess the value of systemic treatment 
in association with chemotherapy the authors found that 
symptoms such as fever rapidly disappear after treatment 
with cortisone and there is rapid improvement in the 
radiological signs. Relapse, however, is very frequent, 
and is immediate if administration of cortisone is dis- 
continued before the tuberculous lesions become healed, 
so that prolonged courses of the hormone may be neces- 
sary; this proviso limits the applicability of this form 
of treatment, which was used in 70 cases in the present 
series. Bacteriological studies on gastric lavage speci- 
mens showed that of 201 children with positive findings 
initially, only 14 had positive cultures after 3 months’ 
treatment with isoniazid, and 3 of these were shown to 
be isoniazid-resistant. Sensitivity studies in 158 previ- 
ously untreated cases showed that 2 were infected with 
isoniazid-resistant organisms. 

[This very long paper suffers greatly from its lack of 
clarity, from the very obvious bias in the assessment of 
the results, the complete lack of evidence that the groups 
of cases which are compared are even remotely com- 
parable, and the many other faults that are commonly 
found in retrospective surveys of unplanned trials of 
drug treatment.] John Lorber 
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Peritonitis. meTom meyeHua Ty6ep- 
KyNe€3HOrO NEPHTOHHTA) 

L. M. JaNnovsKasA. Tydepxyaesza [Probl. 
Tuberk.] 36, 58-63, No. 5, 1958. 


The author recommends the use of vitamin D> (calci- 
ferol) in the treatment of tuberculous peritonitis, since 
being a steroid it influences the physiological defence 
mechanisms of the body and thereby raises the resistance 
of the patient. The vitamin is active in the subacute 
period and also in exacerbations of the chronic disease, 
and can be effectively used in cases intolerant of anti- 
bacterial antituberculous preparations. Moreover the 
combination of calciferol with streptomycin and PAS 
enhances the efficacy of the drugs and the stability of their 
therapeutic effect, thus helping to shorten the duration 
of treatment. The author employs small doses of the 
vitamin, usually 20,000 to 30,000 units a day. 

Treatment with calciferol alone, or in combination 
with streptomycin and PAS, of 95 cases of tuberculous 
peritonitis produced a definite remission in 93-7°%; the 
process remained stationary in the remaining 6-3°%, but 
in no case was exacerbation of the disease observed. 
This result is compared with that in a series of 113 cases 
treated with antibacterial agents, in which amelioration 
of the condition was obtained in 79-6%. An analysis of 
remote results in 47 patients treated with calciferol and 
followed up for one to 7 years showed that 40 had 
derived definite benefit. H. W. Swann 


41. Intracranial Calcification following Tuberculous 
Meningitis in Children 

J. LorBer. American Review of Tuberculosis and Pul- 
monary Diseases [Amer. Rev. Tuberc.] 78, 38-61, July, 
1958. 13 figs., 25 refs. 


The incidence of intracranial calcification following 
tuberculous meningitis in children treated by various 
therapeutic measures at the Children’s Hospital, Shef- 
field, has been investigated. During the 9-year period 
1947-55 130 children with tuberculous meningitis were 
treated by intramuscular and intrathecal injection of 
streptomycin, some receiving PAS or PAS and isoniazid 
in addition, while a few patients also received intrathecal 
tuberculin or intrathecal streptokinase. 

Intracranial calcification was demonstrated radio- 
graphically in 63 (48-4°%) of these patients; the earliest 
appearance of calcification was 15 months after the onset 
of the disease, and in 49 cases it developed within 3 years 
of the onset. In regard to site the calcification occurred 
in the meningeal exudate, usually seen at the base in 
tuberculous meningitis, in 49 patients but in 3 it was found 
in the meningeal spaces of the Sylvian fissure. The 
calcified lesions were usually multiple or irregular, but 4 
single focus was present in a few cases. Calcification 
occurred in 21% of patients treated in the early stages of 
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the disease, whereas it was found in 55% admitted for 
treatment at an advanced stage; it was slightly less 
common in patients who received isoniazid, intrathecal 
tuberculin, or intrathecal streptokinase. In 17 cases the 
brain substance was the site of calcification, the lesion 
being usually irregular in outline and a few millimetres 
in diameter, but in 2 cases it was over 10 mm. in diameter 
and probably represented a calcified intracerebral tuber- 
culoma. Neurological sequelae developed in 21 patients, 
of whom 13 (62%) showed intracranial calcification— 
a higher proportion than in patients without neurological 
sequelae. Recurrence of tuberculous meningitis between 
one and 5 years after recovery occurred in 6 patients, all 
of whom had shown basal intracranial calcification, which 
thus appears to be an unfavourable prognostic feature. 
It is suggested that living tubercle bacilli may remain 
embedded in the calcified mass for several years and, 
when subsequently released, may give rise to reinfection 
of the meninges. 

The author concludes that tuberculous meningitis is 
becoming the most common cause of intracranial calcifi- 
cation in children. R. M. Todd 


DIAGNOSIS AND PROPHYLAXIS 


42. Reliability of the Multiple Puncture Tuberculin Test 
Compared with the Mantoux Test . 

C. J. STewarT, R. G. CARPENTER, and P. McCAUuULEY. 
Tubercle [Tubercle (Lond.)] 39, 143-153, June, 1958. 
3 figs., 23 refs. 


This paper presents the results of a carefully designed 
investigation of technical errors in the administration of 
the Mantoux test with 5 units of old tuberculin and the 
Heaf multiple-puncture test with P.P.D. (2 mg. per ml.) 
and with B.C.G. (75 mg. per ml.). Other factors bearing 
on the choice of test are also briefly discussed. The 
tests were performed on 405 long-stay patients at a 
mental hospital under conditions closely resembling 
those met with in field surveys. The subjects were 
divided into nine groups of 45, the procedure being the 
same for each. The three tests were carried out at the 
same session on each patient, each test being performed 
by a different tester, who was changed after every 15 
patients. Readings of the reactions were made by one 
experienced observer on the 3rd or 4th and again on the 
Ith day, while independent readings were also made by 
another experienced observer (or his deputy) and by 2 
less experienced observers. The method adopted thus 
made it possible to study the effects both of tester error 
and of observer error. 

Although the proportions of positive and negative reac- 
tions obtained by different testers were significantly 
different only in the case of the Mantoux test, the size of 
the reaction to all three tests was affected by unsuspected 
Variations in technique. Observer error was found to 
be least for the multiple-puncture test with P.P.D. 
Moreover, no transient reactions to this test were 
Observed, so that it would seem necessary to read the 
reaction on the 7th day only. This method, which gave 
10°%% more positive reactions than the Mantoux test, 
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would therefore appear to be the most satisfactory 


technique for use in epidemiological surveys and for 


routine tuberculin testing. Norman F. Smith 
43. Otitis as a Complication of B.C.G. Inoculation in 
Children during the First Few Months of Life. (Tlaromop- 
donorua OTHTOB y NepBbIX 
N. I. Sopoteva. Apxue [Arh. Patol.) 20, 
67-73, No. 4, 1958. 4 figs., 6 refs. 


During the period 1951-3, when a liquid oral B.C.G. 
vaccine was in general use in the U.S.S.R. for the mass 
vaccination of newborn infants, a number of peculiar 
cases of external otitis with purulent discharge were 
observed by the author. A notable feature was the 
formation of polypoid granulations in the external ear, 
sometimes completely covering the tympanic membrane 
and obstructing the external meatus, and in a few cases 
extending even into the bone. Of the 102 cases studied, 
57 revealed a histological picture of somewhat atypical 
tuberculous granulation tissue, there being no caseation, 
but no tubercle bacilli could be demonstrated. In the 
remaining 45 cases non-specific granulation tissue was 
observed. 

With the change from the liquid to a dry oral vaccine 
after 1953 this form of otitis almost disappeared, only 
isolated cases being seen. The author suggests that chok- 
ing during the administration of the liquid vaccine to 
these young infants might have led to its penetration into 
the middle ear via the Eustachian tube and, in “ indi- 
viduals with increased sensitivity ’’, to the development 
of “* granulation otitis’. Reference is made to another 
paper in which the author claimed to have isolated 
“bacteria identical with the B.C.G.-vaccine strain” 
from such granulations. In regard to treatment, anti- 
tuberculous chemotherapy, and in a few cases surgical 
intervention, brought about recovery. A. Swan 


44. Tuberculin Allergy Produced by B.C.G. and the 
Characteristics Differentiating It from Allergy Due to 
Virulent Tubercle Bacilli. (A propos de l’allergie tuber- 
culinique produite par le B.C.G. et des caractéres qui la 
différencient de l’allergie due au bacille tuberculeux 
virulent) 

R. MANpDE, C. FILLASTRE, and A. HERRAULT. Semaine 
des hépitaux de Paris [Sem. Hép. Paris] 34, 1853-1860, 
June-July, 1958. 5 figs., 10 refs. 


Hypersensitivity to tuberculin develops both after a 
naturally acquired tuberculous infection and after vac- 
cination with B.C.G., and it is impossible to differentiate 
qualitatively between allergy due to these two causes. 
The extent of the allergic response of a vaccinated person 
is dependent upon the method of administration of the 
vaccine, the response to oral vaccination being weaker 
and of shorter duration than that to vaccination by 
intradermal injection or scarification. It is therefore 


wrong to make the differentiation dependent upon the 
intensity of the reaction and to treat a child with high 
tuberculin sensitivity as tuberculous, regardless of previ- 
ous B.C.G. vaccination. The authors have examined 
the responses to 16 different B.C.G. vaccines and have 
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demonstrated that with all of them a progressive decrease 
in the strength of the reaction to tuberculin constantly 
occurred after vaccination, leading to its complete dis- 
appearance after some time. If, therefore, the reaction 
to tuberculin of a vaccinated child is followed up annu- 
ally and shows an increase instead of a diminution in 
strength, an infection with virulent tubercle bacilli is to 
be suspected. Franz Heimann 


45. Tissue Culture Studies of Tuberculin Hypersensitivity 
in Man 

K. M. Crrron. Tubercle [Tubercle (Lond.)] 39, 65-75, 
April, 1958. 5 figs., 26 refs. 


’ The tuberculin sensitivity of leucocytes from patients 
with tuberculosis was studied at the Institute of Diseases 
of the Chest, Brompton Hospital, London. Preparations 
of buffy coat obtained from centrifuged heparinized 
blood were cultured in homologous plasma to which 
tuberculin (P.P.D.) was added. Slide cultures were 
incubated for 24 hours at 37° C. and the cell migration 
measured microscopically. A cytotoxic index was cal- 
culated from the average migration of cells in the tuber- 
culin-tested cultures as compared with control cultures. 

The leucocytes of control subjects giving a negative 
reaction to the tuberculin skin test were not affected by 
the P.P.D. In tuberculous subjects the cell migration 
was inhibited by the P.P.D., the most marked inhibition 
being shown by cells from patients with acute and exten- 
sive disease, fever, and a high erythrocyte sedimentation 
rate. There did not appear to be any correlation between 
tuberculin sensitivity on skin testing and the results of 
tissue-culture tests in vitro. The leucocytes of patients 
with sarcoidosis who were sensitive to the tuberculin 
skin test were inhibited by the P.P.D., while those from 
tuberculin-negative patients were not affected. 

The author concludes that the leucocyte sensitivity to 
tuberculin in vitro correlates better with the clinical 
evidence of disease activity than does the response to 
the tuberculin skin test. J. Pepys 


RESPIRATORY TUBERCULOSIS 


46. Pleural Biopsy in Diagnosis of Effusions. Results 
in Fifty Cases of Pleural Disease Observed Consecutively 
H. E. Hitt, N. M. HEeEnNsier, and I. A. BRECKLER. 
American Review of Tuberculosis and Pulmonary Diseases 
[Amer. Rev. Tuberc.] 78, 8-16, July, 1958. 3 figs., 9 
refs. 


At a U.S. Air Force hospital in California 50 patients 
with pleural effusion or pleural thickening underwent 
open biopsy of the parietal pleura. In 32 cases the 
effusion was considered on clinical grounds to be pre- 
sumably or certainly tuberculous, and in 9 of these biopsy 
showed the presence of tuberculous granulation tissue. 
Of the remaining 18 cases, in which the effusion was 
non-tuberculous in origin, pleural biopsy was diagnostic 
(of adenocarcinoma) in one and “ helpful” in another. 
The authors consider pleural biopsy to be “‘ a valuable 
addition to the traditional diagnostic techniques in 
pleural disease of tuberculous origin”, though “ the 


finding of nonspecific inflammation or noninflammatory 
tissue cannot be used to exclude the presence of tuber- 
culosis ”’. P. Mestitz 


47. Needle Biopsy of the Parietal Pleura in Tuber- 
culosis 

W. WElss. American Review of Tuberculosis and Pul- 
monary Diseases [Amer. Rev. Tuberc.] 78, 17-20, July, 
1958. 6 refs. 


At the Philadelphia General Hospital biopsy of the 
parietal pleura was carried out with a Vim-—Silverman 
needle on 31 patients with a pleural effusion which had 
already been diagnosed on other grounds as tuberculous. 
In 23 cases the biopsy showed tuberculous granulation 
tissue in the pleura. The author states that “‘ needle 
biopsy was the single most rewarding diagnostic pro- 
cedure used in this series of patients ”’. 

[Experience in Great Britain with a different technique 
of needle biopsy of the pleura suggests that this procedure 
is of value in a wider variety of conditions than would 
appear from the above two papers (see Mestitz et al., 
Lancet, 1957, 2, 873).] P. Mestitz 


48. Bronchial Disease and Bronchography in Pulmonary 
Tuberculosis 
J. A. McLeop. British Journal of Tuberculosis and 


Diseases of the Chest (Brit. J. Tuberc.] 52, 225-231, July, 
1958. 11 refs. 


Bronchography was carried out on an _ unselected 
series of 238 adult patients with active post-primary 
pulmonary tuberculosis undergoing treatment at the 
Cashmere Sanatorium, Christchurch, New Zealand. 
The medium used was oily “ dionosil ” (propyliodone), 
which was given via the cricothyroid membrane in 219 of 
the cases. 

Bronchiectasis was found in 186 cases (789%), being 
minimal in 62, gross in 51, and of intermediate degree in 
73 cases. There was close correlation between the 
extent of the tuberculous disease and the degree of 
bronchiectasis. The areas most frequently affected were 
the posterior upper-lobe segments, on the right in 95 
cases and on the left in 100, apical upper-lobe segments, 
on the right in 91 and the left in 85, and apical and sub- 
apical lower-lobe segments on the right in 35, and the 
left in 53. Complete bronchial obstruction was found in 
31 cases (13°%%). Resection was carried out on 120 
patients. Active bronchial tuberculosis was found in 
51 of 102 patients previously showing bronchiectasis 
(being evenly distributed among the three degrees) and 
in 6 out of 11 cases of bronchostenosis. The significance 
of these findings is discussed. B. Goldberg 


49. A Controlled Trial of Chemotherapy in Pulmonary 
Tuberculosis of Doubtful Activity 
RESEARCH COMMITTEE OF THE TUBERCULOSIS SOCIETY 
ScoTLAND. Tubercle [Tubercle (Lond.)| 39, 129-137, 
June, 1958. 1 fig., 10 refs. 


The introduction of mass miniature radiography has 
resulted in many patients being kept under observation 
whose only apparent manifestation of pulmonary tuber- 
culosis is an abnormality in the radiograph. The 
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present trial was initiated in 1954 with the object of 
investigating “* whether it was worth while treating such 
cases with ‘ prophylactic’ chemotherapy in an attempt 
to reduce the incidence of breakdown”’. It is believed 
to be the first time that an attempt has been made to 
solve this problem by means of a controlled trial. 

Patients selected for the trial were allocated at random 
to (1) an observation group and (2) a treatment group. 
After a number had been withdrawn from each group for 
various reasons there remained 95 in Group 1 and 94 in 
Group 2, all over 15 years of age and of European stock, 
drawn from 11 clinical centres cooperating in the trial. 
At the time the analysis of data was made all patients 
had been in the trial for at least a year, 61% for 18 
months, and 29°%% for 2 years or more. The patients in 
both groups continued to lead a normal working life, 
those in Group 2 taking a cachet containing 5 g. of sodium 
PAS and 100 mg. of isoniazid twice daily. The groups 
were closely comparable in respect of distribution of 
age, sex, marital status, occupation, and acuteness or 
chronicity of disease, although Group 1 contained a 
slightly higher proportion of patients with larger lesions 
(31 to 40 cm. or more in diameter). 

At the end of 2 years there was an estimated cumula- 
tive radiographic deterioration experience (calculated in 
modified life-table form) of 12-69% (10 cases) in Group 1 
and of 8-1°% (7 cases) in Group 2, but it was subsequently 
established that at least 6 of the 7 patients in Group 2 
who deteriorated had neglected to take their drugs. 
By similar calculations the probability of any degree of 
radiographic improvement was 18-39% in Group 1 and 
30-6°% in Group 2. Both deterioration and improve- 
ment tended to take place by the 18th month. A 
statistically significant difference was found between the 
two groups in respect of total radiographic change when 
both improvement and deterioration were taken into 
account, but when deterioration alone was considered 
the difference was not significant. When bacteriological 
was added to radiographic deterioration a more im- 
pressive difference was observed. Analyses of the 
deteriorations in the two groups were also made in 
relation to such factors as age, marital status, and the 
acuteness and extent of the lesions. 

While prophylactic chemotherapy is not recommended 
for all patients with doubtfully active disease, as some will 
fail to take their drugs, it is nevertheless concluded that 
such treatment may be worth while for certain patients 
who seem at greater risk of relapse, provided it is taken 
into account that each remains an individual with com- 
plex social, medical, and personal problems. 

Norman F. Smith 


50. Trial of ‘* Dipasic ’’ in Chronic Pulmonary Tuber- 
culosis 

R. J. Curupert, A. M. T. Drimmig, and K. R. 
UrqguHart. Tubercle [Tubercle (Lond.)| 39, 154-160, 
June, 1958. 9 refs. 


At the Southern General Hospital, Glasgow, the 
authors have investigated the action of “ dipasic”’, a 
‘chemical combination of isoniazid and PAS which has 
been shown to be effective against drug-resistant tubercle 
‘bacilli in vitro, in cases of pulmonary tuberculosis with 
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drug-resistant organisms in the sputum. The trial was 
carried out on 21 out-patients aged 19 to 68 years, all 
of whom had extensive pulmonary tuberculosis of some 
years’ duration and whose sputum remained positive 
in spite of the prolonged administration of chemothera- 
peutic drugs in various combinations. Tubercle bacilli 
resistant to one or more of the drugs in common use had 
been isolated from the sputum in all cases. Dipasic 
was prescribed in daily oral doses of 800 mg. for patients 
over 8 stone (50 kg.) in weight and 600 mg. for those under 
that weight. The treatment was given for 6 months in 
the first instance and continued for a further 6 months 
if there were no contraindications. The bacteriological 
technique used is described in detail. For various 
reasons a number of patients were withdrawn from the 
trial before its completion, so that only 16 received the 
drug for 6 months and 12 for 12 months. 

No striking improvement, subjective or objective, 
clinical or radiographic, was observed. Sputum con- 
version was achieved in only 2 cases, in both of which 
the organisms had grown only feebly before treatment, 
and the conclusion was reached that dipasic is less 
effective against drug-resistant tubercle bacilli in vivo than 
it is in vitro. In no case did resistance to PAS develop 
during treatment, but in 4 patients whose sputum con- 
tained isoniazid-sensitive organisms initially the cultures 
became isoniazid-resistant. Resistance to dipasic fol- 
lowed closely that to PAS. Norman F. Smith 


51. Hinconstarch in the Treatment of Pulmonary Tuber- 
culosis 

V. C. Barry, N. C. Browne, M. L. Conatty, D. W. 
Epwarpb, B. O’BrRIEN, and A. J. WALSH. American 
Review of Tuberculosis and Pulmonary Diseases [Amer. 
Rev. Tuberc.] 77, 952-967, June, 1958. 11 refs. 


A pilot investigation of the value of hinconstarch in 
tuberculosis was described by Barry et al. some two 
years ago (Amer. Rev. Tuberc., 1956, 73, 219; Abstr. 
Wld Med., 1956, 20, 103). This further report from the 
laboratories of the Medical Research Council of Ireland, 
Dublin, reports the results obtained with hinconstarch 
at three Irish hospitals in the treatment of 52 patients 
(mean age 29-5 years) with pulmonary tuberculosis due 
to isoniazid-susceptible bacilli. The dosage of the drug 
varied from 0-5 g. to 4 g. daily and the minimum period 
of treatment was 3 months, but over half (30) of the 
patients had been treated for at least 12 months. The 
general clinical condition was good in 25, fair in 16, 
and poor in 11 cases, and all but one patient had moder- 
ately advanced to far advanced disease. 

Of 8 febrile patients, 7 became apyrexial within 3 
months, while in most cases there was a satisfactory 
increase in weight and fall in the erythrocyte sedimenta- 
tion rate. Moderate or marked radiological clearing 
occurred in 34 (65-4°%) of the cases within 3 months, and 
all cavities were closed in 26 out of 47 patients (55-3%), 
while in 13 of the remaining 21 “ bacteriological con- 
version” took place. Sputum conversion occurred in _ 
44 (84-6°%%) of the 52 cases in an average time of 14-7 
weeks (range 2 to 46 weeks), and of 49 patients who had 
completed 6 months of therapy, 37 (75-5°%) had negative 
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sputum. In 13 cases resistance to isoniazid increased 
during the trial, but 6 of these eventually showed “‘ rever- 
sal of infectiousness”’ without change of treatment. 
Side-effects of the drug consisted mainly in nausea and 
vomiting, but a few cases showed minor haemolysis, 
depression of neutrophil leucocytes, abnormal results in 
liver function tests, glycosuria, low urea clearance, and 
mild urticarial rashes. These effects were not noted 
with doses below 45 mg. per kg. body weight daily, and 
the drug had to be discontinued in only 3 cases. Colori- 
metric estimation of hinconstarch metabolites in the 
blood showed a maximum concentration 24 hours after 
a dose. The blood level for effective therapy is 1-5 jug. 
per ml., and the authors advise estimation of drug con- 
centrations in the blood at the end of the first week of 
treatment. In a subsidiary study 10 patients with isoni- 
azid-resistant organisms were also treated, with the 
expected poor results. L. Capper 


52. The Treatment of Pulmonary Tuberculosis with 
Prolonged Streptomycin, Sodium p-Aminosalicylate and 
Isoniazid 


J. SMart and J. GouGu. British Journal of Tuberculosis 
and Diseases of the Chest [Brit. J. Tuberc.] 52, 238-243, 
July, 1958. 14 refs. 


The authors report the follow-up results in a series of 
75 patients, 46 male and 29 female aged between 14 and 
67, who were treated for pulmonary tuberculosis between 
September, 1952, and August 1956, at the London Chest 
Hospital with bed rest and chemotherapy alone. The 
latter consisted in streptomycin, 1 g. daily (reduced to 
1 g. either twice or three times weekly when the erythro- 
cyte sedimentation rate had returned to normal), together 
with sodium PAS, 12 g. daily, and isoniazid, 300 mg. 
daily. Most of the patients had extensive disease, and 
21 had previously received chemotherapy. The treat- 
ment described above was continued for 12 to 18 months 
in 37 cases and from 19 to over 36 months in 38, usually 
as out-patients. 

After completion of chemotherapy 30 of the patients 
were followed for up to one year, 15 for 1 to 2 years, 
15 for 2 to 3 years, and 15 for over 3 years. In 69 (92%) 
the disease was quiescent, in 5 (6-7°%) it was still active, 
and the remaining patient died. Of the 5 active cases 
the sputum was positive in 2, the remaining 3 patients 
having large thin-walled cavities or cysts, with persistently 
negative cultures. None of the patients in whom the 
disease was quiescent when chemotherapy was discon- 
tinued has relapsed subsequently. B. Goldberg 


53. Open Healing of Tuberculous Cavities. Results in 
40 Patients Treated Conservatively 

T. M. Wiison, L. DoyLe, and M. P. Garpiner. British 
Medical Journal (Brit. med. J.] 2, 87-90, July 12, 1958. 
3 figs., 8 refs. 


The authors set out to assess the influence of pro- 
longed antituberculous drug therapy on 40 selected 
patients at Baguley Hospital, Manchester, with advanced 
pulmonary tuberculosis and persistent cavitation who 
were observed for periods ranging from 14 to 5 years. 
All had tubercle bacilli in the sputum at the outset, and 


32 of the 40 had received daily a combination of strepto- 
mycin (1 g.), PAS (10 g.), and isoniazid (200 mg.), the 
remainder receiving a combination of 2 of these drugs, 
Cultures of the sputum or laryngeal swabs of all but 
3 of the patients became negative for tubercle bacilli 
within 6 months, and pronounced resolution of the disease 
occurred, though at the end of 3 years all the patients 
still showed cavitation, which was multiple in 28 cases, 
In 25 cases thin-walled cyst-like cavities were demon- 
strated, in 12 the residual cavity was apparently thick- 
walled, and in 3 both varieties persisted. The authors 
contend that the three-drug regimen may perhaps be the 
most potent in the therapeutic repertory, and that per- 
sistent pulmonary cavitation does not necessarily indicate 
a need for surgical treatment, provided that adequate 
drug therapy and bacteriological control are maintained. 
[As no specimens of lung tissue were examined micro- 
scopically the problem of the existence of active disease 
in thin-walled cavities—previously thick-walled—receives 
no answer in this paper.] Raymond Parkes 


54. Pulmonary Resection in Tuberculous Children. 
(L’exérése pulmonaire chez l’enfant tuberculeux) 

P. Lowys, H. Le Barre, J. LENGRAND, J. Rosert, H. 
Joy, and F. Tost. Pédiatrie [Pédiatrie] 13, 399-433, 
1958. 38 refs. 


This extensive paper is based on the experience gained 
from the performance of 80 resections for pulmonary 
tuberculosis in children aged 5 to 16 at the Sanatorium 
Roc-des-Fiz, Haute Savoie, between 1949 and 1957, 
these forming about 7°% of all admissions. Of the 50 
female and 30 male patients, 19 were under the age of 
10 at the time of operation; 30 were followed up for 
over one year and 30 for over 2 years. The operations 
were all performed either for adult types of cavitary 
lesion which failed to respond to prolonged rest and 
chemotherapy or for the mechanical sequelae of infections 
during healing, such as bronchostenosis with segment 
collapse or bronchiectasis, and included pneumo- 
nectomy (10 cases), lobectomy (29), segmental resections 
(18), “‘ localized resection’ (7), and various combina- 
tions of these (16 cases). 

There were no operative complications, no subsequent 
respiratory dysfunction, and the radiological results were 
good. Technically, the operations were easier than in 
adults. The surgical procedure in all cases was regarded 
as one phase in the prolonged treatment, which included 
extended pre- and post-operative chemotherapy and 
physiotherapy. The authors believe that climatic treat- 
ment still plays a useful role in the management of 
tuberculosis in children. The indications for operation 
are discussed, and it is pointed out that nowadays the 
tendency is to operate in less severe cases and perform 
operations of lesser magnitude. The largest group of 
patients were adolescent girls, who formed two-thirds 
of those over the age of 10. An account of the morbid 
anatomy of the removed portions of lung shows that the 
lesions were of well-known types. One patient died of 
bronchial fistula within 3 months of operation. 

[It is clear that the authors are convinced of the value 
of their procedures. ] John Lorber 
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55. Acute Gonococcal and Non-gonococcal Urethritis. 
Some Aspects of Their Medico-social Pattern 

W. V. MACFARLANE and H. M. Jouns. British Journal of 
Venereal Diseases [Brit. J. vener. Dis.] 34, 101-106, 


June, 1958. 3 refs. 


The medical and social data concerning 100 men suffer- 
ing from acute gonorrhoea were compared with those 
for 100 with non-gonococcal urethritis (N.G.U.) in this 
study reported from the General Hospital, Newcastle 
upon Tyne. Clinical differences included a higher 
incidence of symptoms in those with gonorrhoea (629%) 
than in those with N.G.U. (37%), while the incidences 
of posterior urethritis were 24 and 10% in the two groups 
respectively. 

Gonorrhoea tended to occur more often in younger 
men than did N.G.U., merchant seamen and artisans 


being particularly prone to gonorrhoea, while propor- 


tionately more labourers and black-coated workers were 
found in the N.G.U. group. Less than one-fifth of 
men with gonorrhoea had a stable sexual relationship, 
whereas less than one-fifth of patients with N.G.U. 
admitted to having more than one consort. Of every 
10 patients with N.G.U., 4 were married, compared with 
only 3 out of every 10 with gonorrhoea. Among the 
contacts of the men with gonorrhoea, 6 women were 
named twice, whereas of the 100 cases of N.G.U. (and 
a further series of 150 later investigated), in none was 
the same woman named on two occasions. 
R. R. Willcox 


GONORRHOEA 


56. A Comparison of the in vitro Sensitivity of Gono- 
cocci to Penicillin with the Results of Treatment 

F. R. Curtis and A. E. Witkinson. British Journal of 
Venereal Diseases (Brit. J. vener. Dis.] 34, 70-82, June, 
1958. 30refs. 


The study here reported from the London Hospital 
and the Venereal Diseases Reference Laboratory, Lon- 
don, was undertaken with the dual object of (1) compar- 
ing the range of sensitivity of recent strains of gonococci 
with that of strains from earlier studies, and (2) of 
attempting to correlate the penicillin sensitivity of the 
infecting strain with the results of treatment with peni- 
cillin. Between April and December, 1957, gonococci 
isolated from 391 cases of gonorrhoea were fully identi- 
fied, and sensitivity tests carried out using, in most cases, 
both the plate sensitivity test (as described by Stokes) 
and the tube sensitivity test, the sensitivity of the gono- 
cocci to penicillin being expressed quantitatively as 
compared with that of the standard Oxford staphylo- 
coccus. 

To obviate bias it was decided to use only strains 
isolated at a patient’s first attendance, and 302 cultures 
fulfilled this condition. Tests with these strains showed 

Cc 


that 19-6°% of gonococci were sensitive only to concentra- 
tions of between 0-125 and 0-5 unit of penicillin per ml., 
and comparison between the earlier and later halves of 
the survey revealed in the later cases almost double the 
number of the most resistant strains (31 compared with 
17). Comparison of these figures with previous surveys 
showed that approximately 15°%% of strains isolated in 
this survey were more resistant to penicillin than any 
previously reported. Comparison of the sensitivity to 
streptomycin and penicillin was carried out in 81 cases, 
but no evidence of cross-resistance was found. Clinic- 
ally, gonococci were found to be present in urethral 
smears after treatment with penicillin in 124 out of 1,116 
cases; these cases of post-treatment gonorrhoea showed 
either a brief relief (1 or 2 days) or lessening of symp- 
toms before recurrence, or in some cases no relief at all. 
These cases were treated with a second dose of 300,000 
units and, if unsuccessful, a further 600,000 units; most 
of them were finally cleared with 1 to 2 g. of streptomycin. 
On the basis of previous studies the standard blood 
level of penicillin required to kill gonococci has been 
held to be between 0-03 and 0-06 unit per ml. Since 
the present results show, however, that about 20% of 
strains of gonococci are resistant to concentrations above 
0-06 unit of penicillin per ml., this concept of the thera- 
peutic blood penicillin level can no longer be considered 
valid. It is therefore suggested that the routine treat- 
ment for gonorrhoea should be 600,000 to 1,200,000 
units of procaine penicillin. intramuscularly, and that a 
preparation of penicillin should be sought which will 
produce a serum penicillin level of at least 1 unit per ml. 
for about 24 hours, but not much longer, since prolonged _ 
exposure to low concentrations may well be a factor in the 
production of more resistant strains of the gonococcus. 
A. J. Gill 


SYPHILIS 


57. A Comparative Evaluation of Several Treponemal 
Antigens for the Serodiagnosis of Syphilis. (Valeur con- 
parée de quelques antigénes tréponémiques pour le séro- 
diagnostic de la syphilis) 

F. BENAZET, L. CoLoBert, A. LAyous, and A. DUFFRENE. 
Revue dhygiéne et de médecine sociale [Rev. Hyg. Méd. 
soc.] 6, 349-363, June, 1958. 10 refs. 


' This paper from the Hygiene Laboratory of the Uni- 
versity of Lyons describes the methods employed in the 
extraction of five different antigenic substances from 
treponemes and the results of their use in serological 
tests for syphilis. The cultivable Reiter strain of Tre- 
ponema pallidum was used as a suspension of intact 
organisms in phenol-saline, and protein fractions were 
prepared from it by cryolysis or disintegration of the 
organisms by ultrasonic waves followed. by precipitation 
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with ammonium sulphate. Antigens were also prepared 
from the virulent Nichols strain of 7. pallidum by 
Portnoy and Magnuson’s method of extraction with 
sodium deoxycholate and by cryolysis followed by 
precipitation with ammonium sulphate. 

Parallel complement-fixation tests were carried out by 
the Kolmer technique with these five treponemal antigens 
and a cardiolipin antigen on 202 sera which had been 
submitted to the laboratory for the treponemal immo- 
bilization (T.P.I.) test. The sera chosen for examination 
by this battery of tests formed two [highly] selected 
groups: 127 came from known cases of syphilis at 
various stages of the infection, most of which had been 
treated or were under treatment at the time of testing, 
while the remaining 75 sera, some of which had given 
non-specific reactions to standard serological tests at 
other laboratories, came from patients who were con- 
sidered to be non-syphilitic. 

With the syphilitic group of sera the T.P.I. test was 
found to be the most sensitive, giving 91 positive reac- 
tions. With the antigens made from the Reiter tre- 
poneme the complement-fixation test gave 74 to 85 
positive results, these tests being intermediate in sensi- 
tivity between the T.P.I. test and the Kolmer test with 
cardiolipin antigen, which was positive in 58 cases. The 
Kolmer tests with antigens from the Nichols treponeme 
were the least sensitive of those examined, giving only 
39 to 49 positive results. The specificity of the trepone- 
mal antigens was considered to be very satisfactory. 
Kolmer tests with the protein antigen made from the 
Reiter organism by ultrasonic disintegration and with 
the preparation from the cryolysed Nichols strain each 
gave one positive result in the group of 75 non-syphilitic 
sera, compared with 4 such reactions given by the same 
test with cardiolipin antigen. A. E. Wilkinson 


F. Kautz and A. Scorr. Acta dermato-venereologica 
[Acta derm.-venereol. (Stockh.)] 38, 155-167, 1958. 5 
refs. 


The authors report the results of a long-term follow- 
up study of 490 fairly static out-patients who were 
treated for neurosyphilis at the Royal Victoria Hospital, 
Montreal, between the years 1936 and 1949. Of the 416 
patients available, 156 were asymptomatic, but 86 had 
meningo-vascular disease, 63 had tabes, 77 had paresis 
or tabo-paresis, and 34 had congenital syphilis. Fever 
treatment combined with pentavalent or trivalent arseni- 
cals had been employed in the earlier cases, but later the 
treatment was with penicillin either alone or in combina- 
tion with fever. [There is no indication of the number 
of patients treated by each method.] 

During the observation period 60 patients (12°%) died, 
but in only 2 cases was death attributable to neuro- 
syphilis, most of the deaths being due to malignant 
disease, myocardial infarction, or cerebral haemorrhage. 
Only 16° of the total number were lost from observa- 
tion, the average period of follow-up being 16 years. 
In all but 3 cases the “* acute inflammatory phase”, as 


shown by the findings in the cerebrospinal fluid (C.S.F,), 
responded to treatment; in the 3 exceptions retreatment 
with very large doses of penicillin was necessary. A 
positive Wassermann reaction in low titre persisted in a 
‘number of patients, and in about 5°% of them the total 
protein content of the C.S.F. remained elevated with no 
other signs of activity in the C.S.F. or of clinical 
progression of the disease. The final outcome was 
satisfactory in over 50°%% of the 77 paretics and tabo- 
paretics and definitely unsatisfactory in 20%, though 
relief of tabetic symptoms, especially lightning pains, was 
generally unsatisfactory. The end-results of treat- 
ment in the 86 meningo-vascular cases were very 
satisfactory, except in those in which irreparable brain 
damage due to thrombosis had occurred. It is pointed 
out that severe cases needing institutional treatment 
were not included in this study. G.L.M. McElligott 


59. Investigations into the Mechanism of Serological 
Reactions in Syphilis. (Untersuchungen zum Mechanis- 
mus der serologischen Luesreaktionen) 

S. G. Nico.au, A. BADANotu, and G. NICOLAU. Archip 
fiir klinische und experimentelle Dermatologie [{Arch. 
klin. exp. Derm.] 207, 230-243, 1958. 20 refs. 


The authors describe, from the Institute of Derma- 


tology and Venereology, Bucharest, three series of experi- . 


ments with artificial serological systems in which sero- 
logical tests for syphilis were performed using different 
concentrations of protein, gamma globulin, and lipid. 
Increase in the concentration of total protein did not 
influence the result of the complement-fixation test and 
produced only minor variations in the flocculation test 
results. An increase in the concentration of gamma 
globulin led to an increased number of positive floccula- 
tion reactions, whereas an increase in the lipid concen- 
tration influenced the results of complement-fixation 
tests, but had no effect on those of the flocculation tests. 
When lipids and gamma globulin from syphilitic sera 
were included in the system the titres of positive com- 


‘plement-fixation and flocculation tests were increased. 


Experiments are described which demonstrated the 
inhibitory action of riboflavin and heparin on serological 
systems. R. D. Catterall 


60. The Long Term Results of the Treatment of Early 
Syphilis. [In English] 

L. Cuarain, N. Soper, J. E. VANpow, and T. ROsEN- 
THAL. Acta dermato-venereologica [Acta derm.-venereol. 
(Stockh.)] 38, 168-172, 1958. 4 refs. 


In this paper from the Department of Health, New 
York City, the authors compare the results of treating 
(1) 72 patients with primary and secondary syphilis with 
standard arseno-bismuth therapy (follow-up period 5 to 
10 years), (2) 309 with 6 mega units of penicillin fol- 
lowed by 10 to 20 injections of oxophenarsine hydro- 
chloride and bismuth (follow-up period 2 years), (3), 
147 with 4-8 mega units of penicillin alone (follow-up 
period 2 years), and (4) 100 patients with 6 to 9 mega 
units of penicillin alone (follow-up period 5 to 11 years). 
The cerebrospinal fluid was examined between 2 and 11 


years after treatment and in dll cases cardioscopy was 
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carried out, no evidence of cardiovascular disease being | 


found. 

On the basis of their experience the authors consider 
fas do many other workers] that in early syphilis peni- 
cillin is far superior to other methods of treatment, not 
only because it gives the best results, but because it 
ensures that almost 100% of the patients will in fact 
complete their treatment. G. L. M. McElligott 


61. Results of Local Cortisone Therapy in Syphilitic 
Interstitial Keratitis 

A. N. AsHwortH. British Journal of Venereal Diseases 
(Brit. J. vener. Dis.] 34, 83-90, June, 1958. 10 refs. 


From the Royal Eye Hospital, Manchester, the author 
reports the results of local cortisone therapy of inter- 
stitial keratitis in 50 patients (84 affected eyes), together 
with a review of 28 similar cases previously described 
by him (Brit. J. vener. Dis., 1953, 29, 3; Abstr. Wld 
Med., 1953, 14, 376). Most cases were treated topically 
with cortisone or hydrocortisone acetate suspension in 
normal saline (5 mg. per ml.) or cortisone ointment 
(15 mg. per g.), and owing to the absence of absorption 
there were no side-effects. Initially treatment with 
either drops or ointment was repeated 2-hourly until the 
eye was white and comfortable (that is in 4 or 5 days), 
this being followed by 4-hourly treatment; in severe 
cases a single subconjunctival injection (10 mg. in 0-4 ml.) 
might be required. Atropine was always used to keep 
the pupil dilated and was given 4-hourly at first and then 
twice daily until the eye had been quiet for 2 weeks. 
To ensure adequate supervision, cases in the early 
stages were treated as in-patients and given 1,000,000 
units of penicillin intramuscularly daily for 10 days. 
The patients were usually ready for discharge in 10 to 
14 days on 4-hourly treatment with a weekly follow-up. 
The cortisone was continued during the day every 4 hours 
for 4 weeks, dosage being then gradually reduced to 
s-hourly and then to twice daily. Finally after 4 weeks 
the cortisone was stopped and freedom from symptoms 
for 3 months used as a test of cure. 

In 24 cases (38 eyes) there was rapid relief of symptoms 
and no relapse. Relapse, however, occurred within 3 
months in 6 cases and after 3 months in 5 others, but it 
was easily controlled and did no damage to the sight. 
Eventual visual results were good in practically all cases 
regardless of whether corneal vessels were present or 
not, and a visual acuity of 6/6 or 6/9 was obtained in 
Tl out of 84 eyes. In 4 eyes the visual results were poor 
because of lesions of the posterior uveal tract which 
were uninfluenced by local treatment. It is concluded 
that local treatment with cortisone results in rapid dis- 
appearance of symptoms, a good chance of 6/6 visual 
acuity, and little or. no eventual corneal scarring. a 

A.J. 


62. Reiter Treponemal in the Diagnoris of 
Syphilis and in the Evaluation of Biological False Positive 


A. DeGRroat and W.H. Mrvao. Journal of the Michigan 
State Medical Society [J. Mich. med. ge 57, 1277- 
1278, Sept. 27, 1958. 8 refs. 


NON-SPECIFIC URETHRITIS 


63. Evaluation of Therapy in Non-specific Urethritis 
W. Fow er. British Journal of Venereal Diseases (Brit. 
J. vener. Dis.| 34, 107-112, June, 1958. 15 refs. 


At the General Hospital, Birmingham, and the Royal 
Hospital, Wolverhampton, the author has treated 242 
cases of non-gonococcal urethritis of uncertain aetiology 
with potassium citrate, usually without other measures. 
He has estimated that 27-6°%% of these cases were cured 
after one week, 51-3°% after 2 weeks, 62:8°% after 3 weeks, 
71-3% after 4 weeks, and 78-7% after 5 weeks. From 
this it is inferred that non-specific urethritis is usually a. 
self-limiting disease and that most of these ‘‘ cures ”’ 
were spontaneous. It has been the author’s experience 
that with antibiotics cure occurs more quickly the longer 
the duration of the discharge before treatment. 

In a comparable study of 35 cases treated with “ terra- 
mycin ” (oxytetracycline) the cure rates were 34-2% at 
one week, 65-79% at 2 weeks, and 74-2% at 3 weeks. 
From the comparison. of these results with those obtained 
with potassium citrate it is concluded that at 2 weeks 
oxytetracycline was of value in only about an additional 
14% of cases, while results with sulphonamides and 
streptomycin were no better than with potassium citrate. 

These findings are discussed in relation to those of 
other workers employing similar and different methods 
of treatment. _ R. R. Willcox 


64. The Treatment of Non-gonococcal Urethritis with 
Spiramycin (Rovamycin) 

R. R. Witicox.. British Journal of Clinical Practice 
[Brit. J. clin. Pract.| 12, 479-480, July, 1958. 2 refs. 


Spiramycin was given in 134 cases of non-gonococcal 
urethritis seen at St. Mary’s Hospital, London. The 
average age of the patients, 38 of whom were coloured, 
was 29-4 years. There was a past history of venereal 
infection in 93 of the patients; other factors, such as 
history of intercourse, duration of discharge, and incu- 
bation period, were similar to those usually encountered 
in such series. Three treatment schedules were used: 
(1) 1 g. of spiramycin 4 times a day for 5 days (38 cases); 
(2) 0-5 g. 4 times a day for 5 days.(49 cases); (3) 0-5 g. 
4 times a day for 6 days (47 cases). No serious side- 
effects were observed, but a few patients complained of 
diarrhoea, nausea, indigestion, or rectal soreness. Of the 
134 patients, 123 were seen at varying intervals up to 3 
months, the follow-up investigation including examina- 
tion of the urine, microscopical examination of prostatic 
secretion, and serum tests for syphilis. Retreatment was 
required in 25 cases; the author states that “no effort 
was made to distinguish relapse from reinfection ”’. 

No significant differences were observed between the 
results obtained with the three treatment schedules. 
The author considers that spiramycin compares favour- 
ably with the tetracyclines, and is superior to erythro- 
mycin, streptomycin, sulphonamides, penicillin, chlor- 
amphenicol, novobiocin, and aminitrozole. It is well 
tolerated and in the dosages given in this series of cases 
isa gage drug for the treatment of non-gonococcal 
urethritis. R. S. Morton 
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65. Acquisition of Intestinal Protozoa and Helminths 
by Young Children in a Typical Village of Lower Egypt 
R. E. Kuntz and D. K. LAWLess. American Journal of 
Tropical Medicine and Hygiene [Amer. J. trop. Med. Hyg.] 
7, 353-357, July, 1958. 1 fig., 5 refs. 


Children of three different age groups (1 to 6 months, 
13 to 24 months, and 26 to 47 months of age at the begin- 
ning of survey) were studied weekly for their intestinal 
fauna for a period of 16 weeks. The intestinal fauna of 
the youngest group were limited quantitatively and 
qualitatively and only flagellate protozoans were detected. 
Stool examinations of children 13 to 24 months of age 
indicated that the period of 15 to 20 months was very 
important from the standpoint of general establishment 
of intestinal fauna in a child. Flagellates increased in 
number, amebas were detected and the eggs of Ascaris, 
Enterobius and Hymenolepis nana were passed with 
feces. At the age of 16 to 18 months Entamoeba 
histolytica became established, the rate of infection 
increasing rapidly the following 2 years. In the oldest 
age group protozoan and helminth populations increased 
markedly and none of the 28 children escaped invasion 
by intestinal fauna. A total of nine species of protozoa, 
plus both the large and small races of E. histolytica and 
six different helminths were found in the latter age group 
by the time this study terminated. Although the village 
of Sindbis lies in an endemic area, neither of the two 
schistosomes common to Egypt were found.—[Authors’ 
summary.] 


. 66. A Study of the Effect of Streptohydrazid on Lepro- 


matous Leprosy over a Period of about Three Years 
J. DREISBACH and R. G. CocHRANE. Leprosy Review 
[Leprosy Rev.] 29, 136-142, July, 1958. 14 figs. 


The authors describe the effect of “‘ streptohydrazid ” 
(streptonicozid), a combination of isonicotinic acid hydra- 
zide and streptomycin, in the treatment of 59 Nigerian 
patients with lepromatous leprosy, of whom 47 were 
observed over periods ranging from 10 to 40 months. 
More recently 28 of these cases were given intra- 
muscular injections of 50°% sulphetrone solution in 
addition to the streptonicozid, the dosage of the latter 
being 5-6 g. weekly and of sulphetrone 3 g. weekly. 

There were no serious toxic manifestations. Ery- 
thema nodosum leprosum was observed in less than 50% 
of treated cases and this, the authors consider, is less 
than might have been expected with sulphone therapy 
inthistypeofcase. Slight or moderate anaemia occurred 
in 27 cases, but responded to oral administration of iron. 
The specific improvement which occurred was observed 
mainly in the first 6to 12 months. A particularly favour- 
able effect was observed on mucosal lesions [and this is 
well illustrated in the photographs accompanying the 
paper]. The authors conclude that this form of therapy, 
which they believe deserves further trial, should prove 
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useful in cases intolerant of sulphone therapy, and they 
particularly recommend it for the rapid clearance of 
nasal and buccal lesions. William Hughes 


67. Vadrine (S. 131) in the Treatment of Lepro- 
matous Leprosy: a Preliminary Report 

W. H. Jopiinc and D. S. Ripiey. Leprosy Review 
[Leprosy Rev.] 29, 143-147, July, 1958. 3 refs. 


This is a preliminary report on a new oxdiazolone 
derivative, the p-aminosalicylate of 2-pyridyl-(4)-1:3:4 
oxdiazolone-(5) (“‘ vadrine”’), a potent tuberculostatic 
agent, in the treatment of leprosy. The drug was 
given for periods ranging from 9 to 18 months to 7 
patients, of whom 5 had had no previous therapy and 2 
had been treated with dapsone, and all of whom were 
suffering from the lepromatous type of leprosy with 
numerous bacilli in smears. The dosage was one 200-mg. 
tablet daily by mouth initially, this being increased by 
one similar tablet every 6 days to a maximum dose of 
40 mg. per kg. body weight. The results were superior 
to those which might have been expected from sulphone 
therapy in 2 cases, equal in 3, and slightly inferior in the 
other 2. Erythema nodosum leprosum developed in 
2 cases, one of which required large doses of prednisone. 
In another 2 cases nasal ulceration has persisted through- 
out the period of treatment. Apart from a slight 
anaemia, which responded to oral iron, no toxic effect 
was noted. Bacteriologically, there appeared to be some 
improvement in 5 cases. The authors consider vadrine 
to be a non-toxic drug with a therapeutic effect about 
equal to that of the sulphones. William Hughes 


68. ‘* Vadrine ’’ (S. 131) Assessed Bacteriologically in 
the Treatment of Experimental Murine Leprosy 

H. Bropuace. Leprosy Review [Leprosy Rev.] 29, 148- 
154, July, 1958. 8 refs. 


At the Institute of Pathology and Bacteriology, Lv- 
cerne, Switzerland, the author has observed the effects 
of the p-aminosalicylate of 2-pyridyl-(4)-1 :3:4-oxdia- 
zolone-(5) (‘* vadrine ””) which is known to have a strong 
tuberculostatic action in vitro, on experimentally induced 
leprosy in rats. The drug had previously been shown to 


_ be effective against the H33Rv strain of Mycobacterium 


tuberculosis in a dilution of 1 in 2,560,000 and no resistant 
strains developed in vitro after 18 subcultures. A group 
of 45 rats were injected intratesticularly with a strain of 
Myco. leprae murium in a dosage of 0-02 ml., containing 
approximately 250 million bacteria, 15 being then 
treated with dapsone and 15 with vadrine; the remaining 
15, which were untreated, served as controls. The 
effects were judged by the size of the testes and the 
bacterial content of the lungs, liver, spleen, and testes. 
It was found that both the drugs exerted a marked 
bacteriostatic effect and that of the two, vadrine was the 
more effective. William Hughes 
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69. The Radio-iodinated Triolein Test for Steatorrhea 
M. I. GROSSMAN and P. H. JorDAN. Gastroenterology 
[Gastroenterology] 34, 892-900, May, 1958. 11 refs. 


At the Veterans Administration Medical Center, Los 
Angeles, the authors have evaluated the test for steato- 
rrhoea involving the use of triolein labelled with radio- 
active iodine (1311). As a control test 0-05 to 0-2 ml. of 
131J-Jabelled triolein (25 to 50 juc. of radioactivity) was 
first given orally in a gelatin capsule either with or with- 
out up to 60 ml. of non-radioactive corn oil to 16 male 
patients without pancreatic or gastro-intestinal disease 
after a 12-hour fast. Blood was withdrawn after 3, 6, 
and 9 hours and stools were collected for 72 hours after 
administration of the dose and their radioactivity and 
fat content determined. 

No significant correlation (P>0-05) between total 
blood radioactivity and body weight having been found, 


the authors have therefore expressed the radioactivity of | 


blood samples as a percentage of the dose ingested per 
litre of blood. Added corn oil did not affect the values 
for the radioactivity of the blood or faeces in 11 normal 
subjects and one patient with steatorrhoea due to 
regional enteritis, nor was the blood or faecal radio- 
activity altered by the administration of 1 ml. of Lugol’s 
iodine 2 hours before the test dose in 7 normal subjects. 
In 21 controls and 2 patients with steatorrhoea the radio- 
activity of whole blood was found to be more satisfactory 
as a measure of absorption than that of plasma or lipid 
extract. 

In the subjects without gastro-intestinal disease or 
steatorrhoea the peak value of radioactivity (2-15%, 
range 1:03 to 5-09°%) was reached at 6 hours, but the 
value at 9 hours was only a little lower. Faecal radio- 
activity averaged 2-7°% of the dose (range 0-7 to 6-1%). 
Of 23 patients with chronic pancreatitis, the faecal lipid 
excretion was normal in 9, and in these the faecal and 
blood radioactivity levels were also normal. Of 14 
patients with steatorrhoea (faecal lipid content greater 
than 15 g. per day), the faecal radioactivity was increased 
in 10, but the blood radioactivity levels were within the 
normal range. Thus in only 4 patients was the blood 
radioactivity level sufficiently reduced to be of diag- 
nostic significance. Faecal lipid excretion was also 
increased in these patients. 

The authors conclude that the finding of a normal blood 
level of radioactivity by this test does not exclude the 
presence of steatorrhoea. M. Lubran 


70. Anorexia Nervosa: a Somatic Disorder 
E. WituiaMs. British Medical Journal [Brit. med. J.] 2, 
190-195, July 26, 1958. 2 figs., 27 refs. 


: Since the time of Gull, who first described the disease 
in 1874, the treatment of anorexia nervosa has varied 
with changes in the concept of its aetiology. Recently it 
has been regarded as primarily a psychiatric disorder and 
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treated as such, but without improvement in the results, 
which remain poor. 

The importance of renourishment in the treatment of 
anorexia nervosa is emphasized by the present author; 
and to determine how this can best be achieved 53 cases 
treated at the London Hospital since 1897 are reviewed. 
All the patients were female, their ages varying from 12 
to 36 years. All had amenorrhoea and marked loss of 
weight, and in none was there any evidence of primary 
organic disease. All of 7 patients who were treated by 
intubation gained weight while in hospital, the average 
increase being 22 lb. (10 kg.), and their condition on 
discharge from hospital was good, whereas of the 
remaining patients, only 7 gained more than 14 Ib. 
(6-4 kg.) in weight. 

Of the 42 patients (out of 49) admitted before 1954 who 
could be followed up, 10 had died, one of them soon after 
admission to hospital in coma, 2 from pulmonary tuber- 
culosis, and 7 (including one who had been intubated) 
from no known cause other than inanition. Of the 
remaining 32, 15 were interviewed and examined and 11 
replied to a questionary, while information about 4 
others was obtained from relatives and doctors, but was 
refused by 2. In 23 cases, followed up 3 to 21 years 
after discharge, the patient had recovered completely— 
one after leucotomy performed elsewhere; 12 of these 
patients had married and 6 had had children. Of the 
rest, 6 patients had improved and 3 had not. In retro- 
spect patients could rarely give a precise reason for recov- 
ery, any more than they could identify the precipitating 
cause, and it appeared that the outcome was largely un- 
affected by hospital treatment. 

The author emphasizes, however, that anorexia ner- 
vosa requires vigorous treatment in view of the high 
mortality. He criticizes the view held by most psychia- 
trists that psychotherapy is the appropriate treatment 
and emphasizes that the patient is in danger of dying 
from starvation. The best results of treatment have been 
claimed by Ryle, Ross, and Hurst, all of whom relied 
upon explanation, firmness, and good-tempered per- 
suasion, though the author notes that these methods 
have not proved equally effective in other hands and 
stresses the advantages of intubation. A few patients 
resist medical treatment in any form and for some of 
these leucotomy may be indicated, though the selection 
of such cases may be difficult. Two patients in the 
series reported recovered spontaneously after 8 and 11 
years respectively. A. G. Mullins 


71. Intravenous Fat Emulsions. Preparation of Emul- 
sions and Disappearance of Intravenously Injected Fat 
from the Circulation in Children. [Monograph in 
English] 

O. Kauste. Annales 
Fenn.] 4, Suppl. 10, 1-78, 1958. 


paediatriae Fenniae {Ann. Paediat. 
15 figs., bibliography. 
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72. Biliary Vesicular Stasis 


J.D. Rose. Lancet [Lancet] 1, 1356-1360, June 28, 1958. 
8 figs., 10 refs. 


In a recent study of 200 consecutive patients with dis- 
orders of the biliary tract seen at the General Hospital 
and the Royal Victoria Infirmary, Newcastle upon Tyne, 
biliary dyskinesia, either alone or in association with some 
morphological change, was found in no fewer than 126 
(63°%) and defective emptying of the gall-bladder in 34. 
The author suggests that biliary vesicular stasis is of two 
types: (1) hypotonic, associated with a large flaccid 
gall-bladder, a dilated common duct, and a relaxed 
sphincter of Oddi, and (2) hypertonic, due to some 
functional or, more commonly, mechanical obstruction 
to proper evacuation of the gall-bladder. 

These conditions may give rise to attacks of pain in 
the right hypochondrium, chronic indigestion, and even 
jaundice (as occurred in 4 out of 20 of the author’s 
patients). They can be detected only by careful serial 
cholecystography, and may be differentiated at operation 
by radiography and manometry, as described by Mallet- 
Guy. Cases in which the pressure within the gall- 
bladder stabilizes at about 12 cm. (normal 18 cm.) of 
water are regarded as being hypotonic, while those in 
which this pressure stabilizes at about 24 cm. of water 
are regarded as hypertonic. Medical treatment may 
be successful for a time, but eventually recourse must be 
had in most cases to surgery. The hypotonic cases are 
best treated by right splanchnicectomy, whereas in the 
hypertonic type right vagotomy gives good results. The 
author states that out of 34 cases treated surgically, the 
results were good in 31, the remaining 3 being unim- 
proved. 

[On the whole the evidence presented in this paper to 
support the views outlined above are unconvincing, and 
the abstracter finds it difficult to accept them.] 


F. B. Cockett 


73. Some Factors Influencing Cerebral Oxidation in 
Relation to Hepatic Coma 

J. M. Watsue, L. pe Caru, and C. S. DAvipson. 
Clinical Science [Clin. Sci.) 17, 11-25, Feb., 1958. 
4 figs., 25 refs. 


In experiments carried out at the Thorndike Memorial 
Laboratory, Boston City Hospital, and Harvard Medical 
School an attempt was made to examine the oxygen up- 
take of rat brain slices in the presence of compounds 
which at one time or another have been thought to cause 
hepatic coma in man. 

Glucosamine reduced oxygen uptake in the presence 
of glucose, presumably by competing with this substrate 
for the enzyme phosphorylase. [The authors do not 
appear to have considered hexokinase in this connexion. ] 
The addition of potassium chloride (0-1 M) to the sub- 
Strate increased oxygen utilization in the presence of 
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glucose by 44%. The ammonium ion had no inhibitory 
effect and did not counteract the effect of potassium. 
Possible products of deranged methionine metabolism, 
such as methyl mercaptan, methyl sulphide, and methio- 
nine sulphoxide, also failed to interfere with cerebral 
respiration in vitro. On the other hand tyramine and 
derivatives of indole such as tryptamine, 5-hydroxytrypt- 
amine, and skatole were inhibitory at 5x 10-3 M con- 
centration. The authors suggest that the accumulation 
in the blood of 5-hydroxytryptamine and other com- 
pounds with an indole nucleus might be associated with 
the loss of consciousness which occurs in hepatic coma. 
H. Lehmann 


74. Some Factors Influencing Cerebral Ammonia Pro- 
duction in Relation to Hepatic Coma 


J. M. WatsHe, L. pe Cari, and C. S. DAvipson. 


-Clinical Science (Clin. Sci.] 17, 27-36, Feb., 1958. 37 


refs. 


It has been suggested that increase in the blood 
ammonia content is responsible for the loss of conscious- 
ness of hepatic coma. However, in experimental ani- 
mals the blood ammonia level required to produce symp- 
toms of intoxication is very much higher than that found 
in clinical hepatic coma, while it has been shown that 
ammonia does not impair cerebral oxygen uptake until 
present in a concentration of 0-1 M. On the other hand 
by competing for adenosine triphosphate excess am- 
monia may inhibit other reactions depending on energy- 
rich phosphate bonds. This is supported by the finding 
by some workers of absorption of ammonia by the brain 
in hepatic coma, but others have reported that ammonia 
is released by the brain in certain cases, and it is well 
known that brain tissue can liberate ammonia in large 
quantities both in vivo and in vitro. The authors of this 
paper from Harvard Medical School, Boston, report 
further studies [see Abstract 73] in which ammonia 
liberation by slices of rat brain under conditions 
both favourable and unfavourable for oxygen uptake 
was examined. 

Potassium chloride was found to decrease ammonia 
production i in the presence of glucose, and both glucos- 
amine and glutamine to increase it. This increase of 
ammonia liberation was not accompanied by a fall in 
oxygen uptake. Compounds with an indole nucleus 
caused a significant increase in ammonia production only 
when they carried an —NHp group. In the absence of 
glucose brain slices consumed amino-acids, and the 
ammonia liberated could be related to the oxidation of 
these amino-acids. 

The authors conclude that ammonia is a normal braif 
metabolite and that the raised blood ammonia concen- 
tration in hepatic coma may well be merely a non- 
specific indication of disturbed brain metabolism without 
being itself the toxic agent. H. Lehmann 
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75. Massive Doses of Cortisone in Hepatic Coma 

T. PessarR and J. W. HEssinc. Annals of Internal Medi- 
cine [Ann. intern. Med.| 48, 1254-1268, June, 1958. 
16 refs. 


Steroid treatment has been tried in hepatitis with con- 
troversial results, but in general it has not been shown 
to have any special influence on the course of the disease. 
At Queens General Hospital, Jamaica, Queens, New 
York, the authors have used steroids in very large doses 
in the treatment of 6 patients in hepaticcoma. Although 
all 6 patients died, temporary dramatic responses were 
observed which were regarded as encouraging. With 
the exception of one who was inadequately treated, all 
the patients rapidly came out of coma, and in 2 instances 
relapses responded promptly to the same treatment. 
Cortisone was given.in doses ranging from 500 to 1,000 
mg. a day. 

In discussing their results the authors point out that 
the exact nature of hepatic coma is not yet fully under- 
stood. The steroids have been shown to reduce the 
serum content of bile and bile acids in biliary cirrhosis 
and to improve the regeneration of liver tissue in partially 
hepatectomized animals. Improvements have also been 
claimed in the histological picture of portal cirrhosis 
under steroid treatment. In the present cases a high 
dosage of cortisone was given on purely empirical 
grounds, it being considered that large doses given over 
a short period might be more likely to produce results 
than the smaller doses used in previously reported cases. 
The authors recommend a continued trial of high doses 
of cortisone in hepatic coma. J. McMichael 


76. Plasma-transaminase Activity as an Index of the 
Effectiveness of Cortisone in Chronic Hepatitis 

E. N. O’Brien, A. J. Coste, and I. R. Mackay. Lancet 
[Lancet] 1, 1245-1249, June 14, 1958. 5 figs., 8 refs. 


There is some evidence that an immunological dis- 
order is responsible fur the active chronic hepatitis which 
is believed to be a sequel to overt or subclinical viral 
hepatitis, and that cortisone, by modifying the process, 
may be beneficial in its treatment. 

Since it is generally accepted that serial estimation of 
the plasma glutamic—oxalacetic transaminase (P.G.O.T.) 
activity provides a sensitive index of the degree and rate 


of liver-cell necrosis, this procedure was used in studying 


the effect of cortisone therapy in 10 cases of chronic liver 
disease at the Royal Melbourne Hospital. Cortisone 
was given by mouth, the initial dose usually being 300 
mg. and the subsequent maintenance dose 75 to 125 mg. 
daily, the pretreatment level of P.G.O.T. activity being 
first established by serial estimation over several days. 
Of 5 patients with active chronic hepatitis the pre- 
treatment P.G.O.T. level was greatly increased in 4; in 
3 of these, the value fell precipitously during the first 
48 hours of cortisone treatment and more slowly there- 
after to reach levels within the normal range (5 to 28 
units) within 2 to 4 weeks, while in the fourth the initial 
fall was delayed until the 12th day of treatment, normal 
limits being reached after about 6 weeks. In the fifth 
case in this group the pretreatment value was less than 50 
units and was unaffected by cortisone treatment. In 


contrast, in 5 patients with other kinds of chronic liver 
disease no significant fall in P.G.O.T. level was observed 
on giving cortisone. However, the pretreatment level 
was generally not greatly increased in this group and 
exceeded 100 units in only one case, compared with 4 
cases in the first group. 

The authors conclude that cortisone rapidly curtailed 
liver-cell necrosis in 4 of the 5 patients with active chronic . 
hepatitis, but had no such effect in the other diseases 
studied, which included haemochromatosis, biliary cirrho- 
sis, and alcoholic cirrhosis: They suggest that the 


results of their limited study support the hypothesis 
of an immunological disorder in active chronic hepatitis 
and confirm the beneficial effect of cortisone in acute 
Celia Oakley 


exacerbations of this condition. 


77. Ulcerative Colitis. A Test of Psychosomatic 
Hypotheses 

M. Sim and B. N. Brooke. Lancet [Lancet] 2, 125-126, 
July 19, 1958. i fig., 16 refs. 

An investigation into the validity of psychosomatic 
theories of the aetiology of ulcerative colitis is reported 
from the United Birmingham Hospitals and the Univer- 
sity of Birmingham. In order to determine the relative 
frequency of various presenting symptoms in ulcerative 
colitis the authors sent a questionary to the 164 members 
of the Midland Ileostomy Association asking them to 
state the order of appearance of the following 6 symp- 
toms: abdominal pain, anxiety or depression, rectal 
bleeding, constipation, diarrhoea, and physical weak- 
ness. Replies were received from 142 patients, and after 
exclusion of those cases in which the diagnosis was not 
confirmed or in which the answers were equivocal 120 
remained for analysis. Diarrhoea was the presenting 
symptom in 47 cases, rectal bleeding in 37, and anxiety 
or depression in 23. This last symptom was most fre- 
quently listed (in 54 cases) as third or fourth in order of 
appearance, suggesting that it is usually a result of the 
disease rather than a cause. 

The disadvantages of a retrospective study of this 
type are admitted and discussed by the authors, but they 
nevertheless conclude from their results that “ there is 
little evidence...to support existing psychosomatic 
hypotheses of the origin of the disease”. They point out 
that the various “ ejection-riddance ” theories depend on 
functional diarrhoea being a preliminary feature, while 
the alternative theory of Engel (Amer. J. Med., 1955, 
19, 231) is based on the assumption that bleeding is the 
presenting symptom in most cases. The present authors’ 
findings thus suggest that neither of these types of theory 
is tenable for all cases of the disease, and they themselves 
favour the view that the mental changes follow the 
physical. 

[It is doubtful whether the evidence put forward in this 
paper will be regarded as important by the supporters of a 
psychosomatic basis for this disease. As all the patients 
had such severe, and presumably progressive, disease as 
to warrant surgery it would not seem surprising that they 
developed anxiety on this account after its onset, and 
after such a long interval of time they may well have for- 
gotten any preceding anxiety.] T. D. Kellock 
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78. Hypertension and Arteriosclerosis in Executive and 
Nonexecutive Personnel 
R. E. Lee and R. F. ScHNemwer. Journal of the American 
Medical Association [J. Amer. med. Ass.| 167, 1447-1450, 
July 19, 1958. 13 refs. 


A study of the incidence of hypertens‘on and arterio- 
sclerosis in executive and non-executive personnel 
working in the same office building of a large company 
in a metropolitan area is reported in this paper from the 
New York Hospital—Cornell University Medical College 
and the New York University College of Medicine. 
During a 5-year period all personnel were subjected at 
intervals to complete physical, radiological, and electro- 
cardiographic examinations; in addition a number of 
laboratory investigations were carried out, including 
urine analysis and determination of the blood count. 
[The interval between examinations is not stated.] The 
series included 1,083 male executives, average age 50-5 
years, who fell into three occupational groups: (1) direc- 
tors and general managers; (2) department heads; and 
(3) “ division heads ” and auditors. Of the 1,203 non- 
executives, 563 were females (average age 35-9 years) and 
293 were males (average age 51-3 years, none being 
under 40). 

Blood pressure higher than 140/95 mm. Hg was con- 
sidered to indicate hypertension, four clinical groups 
being considered: (1) labile hypertension; (2) essential 
hypertension without vascular abnormalities; (3) hyper- 
tensive vascular disease (with fundal changes and impair- 
ment of renal function); and (4) hypertensive cardio- 
vascular disease (this group included patients with objec- 
tive signs of cardiac involvement, malignant hypertension 
being present in 3 of them). The findings, which are 
presented in tables, revealed no statistically significant 
differences between executives and non-executives in the 
older age groups in the incidence of any form of hyper- 
tension. There was a markedly lower incidence of 
hypertension among females as a group than among the 
other groups, with the younger non-executives occupying 
an intermediate position. In fact, the incidence of both 
hypertension and myocardial infarction was higher in 
the older non-executives than in the executives, although 
the difference was not statistically significant. 

H. F. Reichenfeld 


79. Extracorporeal Circulation in Intracardiac Sur- 
gery: a Comparison between Two Heart—Lung Machines 
F. Gerpope, J. J. Osporn, D. G. Metrose, H. A. 
Perkins, A. NorMAN, and D. M. Baer. Lancet [Lancet] 
2, 284-286, Aug. 9, 1958. 1 fig., 9 refs. 


Few surgical groups have had the opportunity of 
comparing two heart-lung machines used concurrently 
in clinical practice. At Stanford University Hospital, 
San Francisco, such a comparison has underlined not the 
differences but the similarities between two machines 


very different in design. Each is capable of imitating 
closely the normal cardiac output and of providing 
adequate gas exchange even for a large man. Neither 
has occasioned significant alterations in either the chemis- 
try or the constituents of the blood and no untoward 
coagulation difficulties attend their use. As an outcome 
of this comparison it has become possible to decide on 
one machine; and, for reasons of convenience, cost, and 
ease of management, an apparatus utilising modified 
Melrose rotating-disc oxygenator is to be substituted for 
the present instruments. 

Our experience lends support to the view that to im- 
prove the outlook for open heart surgery, improvement 
in team skill is more important than improvement -in 
mechanical design. Until a disposable closed-circuit 
pump oxygenator of membrane type has been fully tested 
and has been proved to have the outstanding advantages 
it promises, present requirements can be adequately met 
with existing machines. We are convinced, however, 
that the most satisfactory clinical course follows the per- 
fusion that most nearly maintains homoeostasis, and that 
the machine chosen should be able to do this in all 
circumstances. 

A remarkable benign and uneventful postoperative 
picture is presented by most of those now undergoing 
such surgery. The use of the median stenotomy incision 
rather than a bilateral thoracotomy decreases operating 
time considerably, and it is rare indeed for such a case to 
take more than 3 hours. This reduction in operating 
time has proved as beneficial in intracardiac surgery as 
in any other branch.—[Authors’ summary.] 


80. Percutaneous Left Ventricular Puncture with 
Catheterization of the Aorta 

H. A. FLeminc, E. W. Hancock, B. B. MILsTEIN, and 
D. N. Ross. Thorax [Thorax] 13, 97-102, June, 1958. 
7 figs., 9 refs. 


The authors describe the method of catheterization of 
the aorta used at the Brompton and Guy’s Hospitals, 
London, in the investigation of cases of aortic valvular 
stenosis. Following percutaneous puncture of the 
left ventricle a fine plastic catheter is passed into the 
aorta through the puncture needle, which is of slightly 
larger bore than usual. In addition to allowing measure- 
ment of the systolic pressure gradient across the aortic 
valve (which is also possible by comparing the left ven- 
tricular pressure with the brachial arterial systolic pres- 
sure) this procedure enables the detection of subvalvular 
stenosis to be made by noting the pressure changes 
occurring during withdrawal of the catheter from the 
aorta back into the ventricle. 

The authors’ experience in the first 36 cases (out of 
115) are described, with details of the technique. In 28 
cases the aorta was entered successfully and pressure 
tracings of generally good quality were obtained, 5 cases 
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of subaortic stenosis being identified. Although the 
method may thus be helpful, it appears to be more dan- 
gerous than left ventricular puncture alone with a smaller 
gauge needle. There were 2 deaths in the series, both 
associated with haemopericardium and blood loss. 
Cardiac tamponade, which subsided uneventfully, was 
diagnosed in a third case, while 2 more patients developed 
sudden severe chest pain, transient collapse, and a peri- 
cardial friction rub some days after the puncture. A 
small number of patients also experienced pericardial 
pain during the procedure. Because of this relatively 
high incidence of complications it is suggested that the 
investigation be restricted to those patients in whom 
subaortic stenosis is suspected, and that ischaemic heart 
disease and myocardiopathy be regarded as contra- 
indications. S. G. Owen 


CONGENITAL HEART DISEASE 


81. The Surgical Treatment of Tetralogy of Fallot 
SECTION ON CARDIOVASCULAR SURGERY, AMERICAN 
COLLEGE OF CHEST PHYSICIANS. Diseases of the Chest 
[Dis. Chest] 34, 103-109, July, 1958. 


This valuable report analyses information, supplied 
by 39 surgeons in various parts of the world in response 
to a questionary, concerning the results of surgical treat- 
ment in 4,062 cases of Fallot’s tetralogy. Unfortunately, 
inadequate data were provided in many cases, so that the 
findings in certain respects refer to only a part of the 
whole series, but the numbers available are large enough 
to give a good idea of the value of the various procedures 
undertaken. 

In most cases closed techniques were employed, the 
standard operations being subclavian pulmonary anasto- 
mosis (Blalock), aortico-pulmonary anastomosis (Potts), 
and direct pulmonary valvotomy or infundibular resec- 
tion. In general the mortality and results of these pro- 
cedures were similar. In cases in which resection of an 
infundibular obstruction was performed by an open tech- 
nique (usually with a by-pass: technique) the mortality 
was higher, but preliminary results in the survivors 
appeared to be excellent. The operative mortality (up 
to 3 months after operation) was 10-6% in 515 cases 
treated by Potts’ operation, 13-89% in 1,497 treated by 
Blalock’s operation, 16-3°% in 238 treated by valvotomy, 
and 23-8°% in 67 treated by closed infundibular resection, 
while the corresponding figure for 122 cases treated by 
open repair was 38-5°%. However, in the two large 
series which accounted for the majority of this last group 


the figures were 27:7% (of 54 cases) and 29-19% (of 48 


cases) respectively, whereas in the remainder (made up 
of single cases and small series, the largest containing 
only 5 cases) the mortality was 95°% (of 20.cases, reported 
by 9 surgical teams). Clinical results, classified simply 
as “‘ good ” or “ poor” on an over-all assessment, were 
reported for 1,681 survivors. The indirect anastomotic 
procedures (1,409 cases) gave 85 to 87%, closed pul- 
monary valvotomy or infundibulectomy (232 cases) 75 
to 80%, and open repair (40 cases) 100% ‘“‘ good” 
results. Among the other points mentioned in the 


report are the following: operative risk appears to be 
higher with increasing age (16% mortality among 261 
patients under 14 years, 23°% among 60 over 14 treated 
by various techniques); bacterial endocarditis or brain 
abscess occurred in 1-5% of 901 survivors; the blood 
count returned to normal in only 23% of 386 cases; 
absence of a pulmonary artery which could be used in 
establishing an adequate shunt was reported in 4:3% of 
1,033 cases. 

From a critical review of the figures available the con- 
clusion is reached that a patient with Fallot’s tetralogy 
facing operation has a 61°%% chance of obtaining a 
* good ” result and a 39% chance of death or a “ poor ”’. 
result. T. Holmes Sellors 


82. The Diagnostic Use of an Ear Oximeter in Con- 
genital Heart Disease 

C. R. Wooir, W. PAuL, and R. W. GuNTON. British 
Heart Journal [Brit. Heart J.] 20, 311-320, July, 1958. 
6 figs., 22 refs. 


At the General Hospital, Toronto, the authors have 
made use of the ear oximeter in the investigation of 56 
patients with heart or lung disease. These cases fell into 
4 groups: (1) congenital heart defect with a right-to- 
left shunt (14); (2) non-cyanotic congenital heart disease 
(12); (3) acquired heart disease (10); (4) severe pul- 
monary disease (20). A continuous record was obtained 
of arterial oxygen saturation during exercise while the 
patient breathed first air and then pure oxygen. Dye 
dilution curves of the central circulation after the intra- 
venous injection of azovan blue dye were also recorded, 
and the direction and magnitude of intracardiac shunts 
estimated. The increased cyanosis on exercise in patients 
with cyanotic congenital heart disease has long been 
observed and has recently been measured quantitively 
by the oximeter as a fall in the arterial oxygen saturation. 
This phenomenon, although characteristic of patients 
with a central venous-arterial shunt, does not distinguish 
them from patients with acquired heart disease or severe 
pulmonary disease. 

In the presence of a right-to-left shunt at rest the dye 
curves showed the expected short circulation time and a 
characteristic double-hump form. After exercise there 
was a fall in the arterial oxygen saturation, both when air 
and when oxygen was breathed. In the patients witha — 
left-to-right shunt the dye curves showed a normal 
circulation time, a normal steep ascent, but prolongation 
of the descent and absence of a recirculation peak. After 
exercise these patients showed a varying degree of fall in 
the arterial oxygen saturation. while breathing air, but 
no fall when breathing oxygen. In the cases of pul- 
monary disease severe enough to cause a significant fall 
in the arterial oxygen saturation during exercise while 
breathing air there was no fall during exercise while 
breathing oxygen. 

The authors conclude that the oximeter tests are valu- 
able in detecting intracardiac shunts, in particular right- 
to-left shunt in the presence of a normal arterial oxygen 
saturation at rest, and distinguish the cyanosis associ- 
ated with right-to-left shunt from that of pulmonary 
disease and acquired heart disease. A. J. Karlish 
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83. The Diagnosis and Treatment of Congenital 
Diseases of the Heart in Children. (Cospemennoe 
COCTOAHME BOMpoca O H JICYCHHH BPOK- 
NeHHbIX MOpOKOB y 

M.S. Mas.ov. /7eduampua [Pediatrija] 36, 3-10, No. 7, 
July, 1958. 


The author analyses a series of 480 cases of congenital 
heart disease in children seen in hospital practice during 
the period 1952-58. Venous angiocardiography was 
carried out on 300 occasions, aortography on 10, and 
cardiac catheterization on 140. Operation was per- 
formed in 240 cases and-necropsy in 35. In order of 
frequency the conditions encountered were : complicated 
defects such as Fallot’s tetralogy (339%); patent ductus 
arteriosus (22°%); defect of the interventricular septum 
(8-4°%%); triad or pentad of Fallot (7%); defect of the 
interauricular septum (6%); common arterial stem 
(2:5%%); Eisenmenger’s complex (2°%); transposition of 
great vessels (1-7°%); coarctation of the aorta (1:7%); 
and other defects (single cases). 

Of these anomalies, patent ductus arteriosus lends it- 
self most readily to surgical correction, but the author 
stresses the point that it is essential first to determine 
whether or not it is associated with other defects. In 
his opinion operation in such cases is indicated only in 
the presence of a septal defect, aorto-pulmonary fistula, 
mitral stenosis, or septic endocarditis and is contra- 
indicated in the presence of Fallot’s tetralogy, isolated 
stenosis of the pulmonary artery, transposition of the 
great vessels, tricuspid atresia, or coarctation of the aorta 
with retrograde flow. Before surgical treatment became 
practicable it was estimated that 15°% of all full-term 
infants with congenital heart disease died during the 
first month of life, 27°% during the first year, and 34% 
during the second year. The mortality has now been 
reduced to about 11 or 12°% for cases of all types, and to 
about 0-5 to 1% for cases of patent ductus arteriosus. 

H. W. Swann 


CHRONIC VALVULAR DISEASE 


84. The Diagnosis of Mitral Incompetence from Left 
Atrial Pressure Curves 

B. G. Weis. British Heart Journal [Brit. Heart J.) 20, 
321-328, July, 1958. 7 figs., 27 refs. 


In an attempt to establish a correlation between the left 
atrial pressure curve and degree of mitral valvular in- 
competence left atrial and left ventricular pressures were 
observed by direct puncture before mitral valvotomy in 
77 patients with mitral valvular disease at St. Bartholo- 
mew’s Hospital, London, these measurements being 
repeated after operation in 73 cases. Of these 150 
observations, 50 were on incompetent and 100 on com- 
petent valves. The degree of incompetence was graded 
by the surgeon by palpation on a 5-point scale (0 to 4). 
Atrial and ventricular pressure curves were not measured 
simultaneously, but with the aid of a simultaneously 
recorded electrocardiogram curves recorded from the 
two sites during cycles of identical length were super- 
imposed for comparison. 


In the analysis of the left atrial curves the height'of the 
v wave, the height of the v wave above the c wave (the 
v-c difference), and the Ry: v ratio were compared with 
the degree of mitral incompetence found at operation. 
None of these measurements provided an accurate index 
of incompetence. A new index, the “corrected x 
descent’, was therefore calculated by subtracting from 
the figure for the x descent, measured at its nadir, 
both the atrial pressure just before the a or c wave 
and the height of the c wave. It was found that all 
the 19 patients with a corrected x descent of over 5 
mm. Hg had mitral incompetence. All 6 cases with 
incompetence of Grade 4 had a corrected x descent of 
over 5 mm. Hg, while of those of incompetence of Grades 
2 and 3, the corrected x descent was less than 5 mm. Hg in 
19 and over 5 mm. Hg in 13. In all the cases (102) 
without incompetence or with only Grade-1 incom- 
petence the corrected x descent was less than 5 mm. Hg. 
The author concludes that the corrected x descent gives 
a valuable indication of severe mitral incompetence. 

D. Emslie-Smith 


85. Bronchial Constriction in Mitral Stenosis Studied 
by Pulmonary Function Tests. [In English] 

K. Bitow. Cardiologia [Cardiologia (Basel)| 33, 211- 
223, 1958. 2 figs., 24 refs. 


The author reports that pulmonary function studies 
undertaken at the University of Lund, Sweden, on 30 
patients with mitral stenosis and 23 controls have con- 
firmed the presence of bronchial constriction as a factor 
aggravating respiratory incapacity in patients with mitral 
stenosis. Determination of the maximum expiratory 
flow rate and the one-second vital capacity were the most 
useful tests in demonstrating improvement of function 
after the subcutaneous injection of adrenaline, but the 
simple measurement of vital capacity also showed a 
significant increase in this parameter. No improvement 
after administration of adrenaline was observed in 
patients with Grade-IV mitral valvular disease. ‘‘ Hyder- 
gine ’’, a proprietary preparation containing a mixture of 
dihydroergocornine, dihydroergocristine, and dihydro- 
ergocryptine, was used in these studies to counteract the 
unpleasant side-effects of adrenaline. T. Semple 


86. A Spirographic Study of Respiratory Function in 
Mitral Stenosis. I. Ventilatory Study. (Etude spiro- 
graphique de la fonction respiratoire dans le rétrécisse- 
ment mitral. I. Etude ventilatoire) 

C. HATzFELb, D. and P. CuicHe. Revue fran- 
caise d’ études cliniques et biologiques (Rev. frang. Et. clin. 
biol.] 3, 246-256, March, 1958. 2 figs., 40 refs. . 


This study, the object of which was to determine the 
effect of mitral stenosis on pulmonary circulation and 
ventilation, was performed on 31 patients with mitral 
stenosis, aged 20 to 50, at the Saint-Antoine and Lari- 
boisiére Hospitals, Paris, who were all dyspnoeic but not 
confined to bed. The investigations of pulmonary ven- 
tilation, arterial oxygen saturation, and exercise tolerance 
were carried out between 1954 and 1956, the results being 
compared with those obtained in patients with non- 


cardiac pulmonary disease, and also included a radio- 
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graph of the chest, spirography, cardiac catheterization, 
and measurement of residual volume. Expiratory 
velocity was assessed as the ratio between maximum 
expiratory volume per second and vital capacity. The 
authors briefly discuss the relative merits of the different 
types of investigation. 

There was a reduction of vital capacity in all the 
patients with mitral stenosis. In about half the cases 
this was the only abnormality, and the expiratory velocity 
was normal. Clinically, most of these patients had 
evidence of pulmonary oedema. The remainder of 
the patients had other ventilatory disturbances, but these 
followed no constant pattern except that they all showed 
a reduced expiratory velocity. Clinically, these patients 
were suffering from cardiac asthma, bronchitis, and 
oedematous crises. Comparison of the spirographic 
findings with the results of cardiac catheterization showed 
that the type and degree of ventilatory disturbance did 
not reflect the severity of the haemodynamic changes. 
It is suggested that the amount of ventilatory disturb- 
ance depends upon the relative effects of the circulatory 
changes upon lung tissue, bronchioles, bronchi, and 
pleura. D. Goldman 


87. Effect of Acute Digitalization in Patients with 
Rheumatic Heart Disease. [In English] 

L. WerkKO, H. Evtascu, B. THOMASSON, and E. VARNAUS- 
KAS. Cardiologia [Cardiologia (Basel) 33, 161- 194, 
1958. 9 figs., 18 refs. - 


In this paper from St. Erik’s Hospital, Stockholm, 
and Sahlgren’s Hospital, Géteborg, Sweden, the authors 
describe the acute effects of cardiac glucosides as ob- 
served during cardiac catheterization studies in 56 
patients with rheumatic heart disease, in most cases-in 
the form of pure mitral stenosis. The 4 drugs compared 
for their digitalizing action after injection into the right 
atrium or pulmonary artery and their doses were as 
follows: lanatoside C (0-4 to 1-2 mg.), strophanthin-K 
(0-5 mg.), “* scillaren ’’, containing the total glycosides of 
squill (0-5 to 1-0 mg.), and acetyldigitoxin (0-6 mg.). 
The heart rate, cardiac output, and systemic and pul- 
monary blood pressures were recorded before and 30 
and 60 minutes after the drug was given, and in 8 cases 
the response to exercise was noted before and/or after 
administration. The effect of such digitalization was 
also studied in 7 patients after a rapid intravenous 
infusion of isotonic glucose, dextran, or albumin solu- 
tions to the stage of pulmonary congestion and in 2 
patients who developed pulmonary oedema spontan- 
eously during catheterization. 

It was found that this rapid digitalization lowered 
right atrial pressure to a significant degree only in those 
patients with right ventricular failure. Pulmonary 
arterial pressure decreased most in those with auricular 
fibrillation without failure. Cardiac output increased 
only in those with congestive failure, while stroke volume 
was augmented only in the presence of auricular fibrilla- 
tion. Strophanthin-K and scillaren had the most rapid, 
almost instantaneous, action; otherwise no difference 
between the drugs was found, and all of them greatly 


improved exercise tolerance in the presence of fibrillation. 
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It is concluded that patients with pure mitral stenosis in 
normal rhythm should be digitalized only if they have 
signs of congestive failure, whereas those with auricular 
fibrillation should be digitalized whether in failure or not. 


T. Semple 


CORONARY DISEASE AND MYOCARDIAL 
INFARCTION 


88. Some Aetiological Aspects of Coronary Heart 
Disease. An Indian Point of View Based on a Study of 
867 Cases Seen during 1948-55 

R. P. MALHOTRA and N. S. PATHANIA. British Medical 
Journal (Brit. med. J.]2, 528-531, Aug. 30,1958. 14 refs. 


It is generally thought in the West that Asiatics do not 
suffer from ischaemic heart disease as frequently as the 
inhabitants of Europe and the U.S.A., and that this 
relative immunity may be connected with their diet and 
less stressful mode of life. In this paper from the Medical 
College, Amritsar, the results are reported of an inquiry 
into the occurrence of such disease in the Punjab. 

Out of 3,054 patients with heart disease seen between 
1948 and 1955 there were 867 cases of coronary arterial 
disease. As 261 of these patients were seen in private 
practice the series is considered to represent a fair sample 
of the population. The sex ratio was 6-7:1 (754 males, 
113 females) and the peak incidence fell in the decade 
50-59 years. Division of the patients into three socio- 
economic groups showed that 91°% belonged to the upper 
and middle classes, while only 4% did hard physical ~ 
labour. No conclusion can be drawn from this, how- 
ever, as it is pointed out that the well-to-do are more 
likely to seek medical advice. In this part of India the 
average diet provides about 2,400 Cal. daily, of which 
20°%% comes from fats. The authors found no evidence 
that vegetarians were in any way protected from, or that 
smokers were more liable to, coronary arterial disease. 
It was noted that 42% of the women and 27% of the 
men were obese. The authors conclude that the epi- 
demiology of coronary disease is much the same in India 
as in western countries, and they cannot agree that the 
disease is uncommon in “ materially less favoured 

countries ”’ David Friedberg 


89. The Measurement of the Prevalence of Ischaemic 
Heart-disease 

A. J. THomas, A. L. CocHRANE, and I. T. T. HIGGINs. 
Lancet [Lancet] 2, 540-544, Sept. 13,1958. 18 refs. 


This is a further contribution to the series of reports on 
the prevalence of various conditions in defined areas 
which have issued from the Medical Research Council’s 
Pneumoconiosis Research Unit in recent years. The 
main objective of the present inquiry was to measure and 
compare the prevalence of ischaemic heart disease 
among miners and ex-miners aged 55-64 living in the 
Rhondda Fach, a mining valley in South Wales, and men 
in the same age group living in the Vale of Glamorgan, 
an agricultural area, who had never been miners, random 
samples of the male population of these ages in both areas 
being obtained from private censuses previously taken 
for other purposes. A secondary objective was to study 
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observer differences in the diagnosis of ischaemic heart 
disease from the electrocardiogram (ECG). 

In the mining area the sample consisted of 55 men, of 
whom 51 were still alive and living in the area and 47 
were examined. On the basis of complete clinical, radio- 
logical, and ECG assessment (the “clinical” index) 
carried out by one cardiologist in all cases 18 (38°%) were 
diagnosed as suffering from ischaemic heart disease. 
In the non-mining community a sample of 100 men was 
taken; of these, 95 were still alive and living in the 
district and 85 were examined, of whom 19 (22%) were 
diagnosed by the same cardiologist using the same criteria 
as suffering from the disease. The difference between the 
figures for the two areas was not statistically significant. 
Photographic prints of the ECGs of all persons in the two 
groups were then read independently by two other cardi- 
ologists without reference to the clinical and radiological 
data. The prevalence in the two populations of ischae- 
mic heart disease as diagnosed from the ECG alone by 
one, 2, and 3 readers was as follows. 


Non-miners 
(85 cases) 


34 (40%) 
22 (21%) 
12 (14%) 


Miners 
(47 cases) 


22 (47%) 
12 (26%) 
10 (21%) 


Diagnosed by 1 or more readers 
” », 1 or 2 readers 
all the 3 readers 


In no case was the difference between the two areas 
statistically significant. In view of the marked observer 
differences the authors consider that “* although the com- 
parison of the two areas may be regarded as valid, the 
absolute prevalence rates should be treated with reserve ”’. 
The criterion of diagnosis by all 3 readers was adopted 
as the basis of the “* ECG index ” of diagnosis. 

Those members of each community with ischaemic 
heart disease as judged from both “clinical” and 
“ ECG ” indices were then compared with the remainder 
in respect of various characteristics. In the mining 
community those with ECG evidence of ischaemic heart 
disease had worked at the coal face on the average for 
11-2 years less than those without, which supports the 
hypothesis that hard manual work reduces the risk of 
developing the disease. But the findings in both areas 
that the group with ECG evidence of the disease were, 
on average, taller and heavier than those without it, that 
their siblings had higher mortality, and that their mean 
serum cholesterol level was not significantly increased are 
at variance with those of other workers. 

[A patient diagnosed by 2 out of 3 consultants on ECG 
evidence as suffering from ischaemic heart disease might 
consider that he had grounds for complaint if he were 
nevertheless regarded as cardiologically normal. Yet in 
making the above comparisons 8 such patients (2 in the 
mining and 6 in the non-mining community) were in- 
cluded in the normal group. If it was regarded as wrong 
to include these 8 in the group with heart disease, surely 
it was equally wrong (in the present state of our know- 
ledge) to include them in the group without heart disease. 
The difficulty might have been met by introducing addi- 
tional comparisons showing the effect of including (a) 
these 8 patients and (5) also the 16 diagnosed by only one 


of the 3 readers. Had this been done it is possible that 
the divergences from the results of other workers might 
have been less pronounced.] E. Lewis-Faning 


90. The Pathogenesis of Thrombosis in Acute Coronary 
Insufficiency. (K natoreHesy Tpom6o30B mpu 
KOPOHAPHOH HEMOCTATOYHOCTH) 

V. M. PAN&ENKO. Tepaneemuyecxuu Apxue [Ter. 
Arh.] 30, 88-93, No. 6, June, 1958. 12 refs. 


The main factor in the development of myocardial 
infarction is recognized to be atherosclerosis, other 
important factors being functional strains of the central 
nervous system and haemodynamic disturbances; the 
direct cause in the majority of cases is of course occlusion 
of the damaged coronary vessel by a thrombus. The 
purpose of this paper is to consider the haematological 
findings which may indicate the liability of a patient with 
coronary insufficiency to infarction. 

The heparin time in patients with this condition does 
not differ noticeably from normal, and the method of 
estimating it is no more accurate than that of estimating 
the prothrombin time for control of anticoagulant 
therapy, while neither determination helps in the prog- 
nosis. The same is true of the determination of the 
content of thromboplastin and of Factor V (proacce- 
lerin). But estimation of the blood fibrinogen level is 
of value, since in all of 19 patients with fresh infarcts it 
was sharply raised above normal, whereas only 30 out of 
54 patients suffering from angina but without thrombosis 
and 9 out of 11 with old infarcts showed an increase in 
the fibrinogen level above normal, and these only to a 
slight degree. A high blood fibrinogen content may 
therefore be regarded as prognostic of imminent throm- 
bosis or at least of extreme liability thereto. 

L. Firman-Edwards 


91. Haemodynamic Consequences of Coronary Heart 
Disease, with Observations during Anginal Pain and on the 
Effect of Nitroglycerine 

O. MULLER and K. Rorvik. British Heart Journal (Brit. 
Heart J.| 20, 302-310, July, 1958. 2 figs, 13 refs. 


At Ulleval Hospital, Oslo, 24 patients with coronary 
heart disease, varying in age from 45 to 84, were studied 
by cardiac catheterization. Of 8 of these patients who 
had suffered previous myocardial infarction, had an 
enlarged heart, and in whom dyspnoea was the main 
symptom, all showed haemodynamic signs of left ven- 
tricular failure at rest, with striking accentuation on 
moderate effort; 4 patients were examined after exercise, 
when the pulmonary capillary pressure had risen to a 
level at which oedema of the lung was imminent, but no 
increase in cardiac output occurred in 2 of the 3 patients 
in whom this was measured. 

In contrast, 9 out of 11 patients with previous infarc- 
tion, a heart of normal size, and varying degrees of 
anginal pain showed essentially normal haemodynamics 
when at rest and free of pain, the 2 exceptions being a 
man aged 84 and a patient with a heart size verging on 
the abnormal. Mainly normal findings were also 
obtained in 5 patients with anginal pain as their main 
symptom (but without known infarction) while at rest 
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and free of pain. After exercise, however, these patients 
showed signs of left ventricular failure, which developed 
before anginal pain was felt and in some cases continued 
and even increased after cessation of exercise. In 2 
patients who were observed at the height of a spontaneous 
attack of anginal pain transient gross signs of left ven- 
tricular failure were noted, with a marked increase in 
pulmonary capillary pressure. It seems, therefore, that 
the anginal state is usually combined with varying degrees 
of left ventricular failure. 

In the patients with anginal pain as their main symptom 
and a heart of normal size no significant changes 
occurred in the essentially normal haemodynamics of 
the lesser circulation on administration of nitroglycerin 
(glyceryl trinitrate) while at rest. Moderate exercise 
after glyceryl trinitrate, however, was better tolerated, 
although cardiac output was not increased. It is con- 
cluded that glyceryl trinitrate appears to improve the 
work capacity of the left ventricle, possibly by increasing 
coronary blood flow. A. J. Karlish 


92. Use of Radioactive Iodine in the Treatment of 
Angina Pectoris 

R. L. SEGAL, S. St-ver, S. B. YOHALEM, and R. A. New- 
BURGER. American Journal of Cardiology [Amer. J. 
Cardiol.| 1, 671-681, June, 1958. 1 fig., 22 refs. 


In myxoedema the fall in oxygen needs of the tissues 
results in a decrease in the cardiac output and the work 
of the heart. Since 1933 hypothyroidism has been 
deliberately induced for the relief of intractable angina. 
Both total thyroidectomy and treatment with thiourea 
drugs, however, have serious disadvantages, and thyroid 
ablation by means of radioactive iodine (131]) is a wel- 
come advance. The results of this last treatment over 
the past 8 years in 65 patients with disabling angina are 
reported from Mount Sinai Hospital, New York. 

After a preliminary test dose of 131I a treatment dose 
was administered. Results were assessed at intervals of 


_3 months, further doses of 1311 being given until either 


complete myxoedema was present or there was adequate 
clinical response. Of the 65 patients, ‘‘ excellent ”’ relief 
of angina was obtained in 15 (23°%), “* good ” relief in 23 
(35%), and a fair or poor result in 19 (30%). The 
remaining 8 patients, all of whom had severe angina, 
died within 3 months of treatment, the cause in 3 being 
temporary hyperthyroidism following therapy. A small 
maintenance dose of thyroid extract, 6 to 50 mg. daily, 
was required by half the patients to relieve symptoms of 
myxoedema. 

Acute radiation thyroiditis may occur, with pain and 
tenderness over the gland and low-grade fever. Follow- 
ing the sudden release of excess thyroid hormone into 
the circulation the angina may become worse and death 
may ensue, as occurred with 3 patients with decubitus 
angina before treatment. This transient hyperthyroid- 
ism can be prevented by giving the initial treatment dose 
of 131] in fractional parts at weekly intervals so that not 
more than 7 me. is retained by the gland after a first 
dose, or by preliminary administration of antithyroid 
drugs to deplete the gland of stored hormone. 

David Phear 
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93. The Changes in Concentration of Cholesterol in 
the Serum of Hypertensive Patients during Antihyper- 
tensive Therapy 

Q. B. Deminc, M. E. Hopes, A. BALTAzaR, J. G. 
EpreirA, and S. TorospaG. American Journal of Medi- 
cine [Amer. J. Med.] 24, 882-892, June, 1958. 11 refs. 


The serum cholesterol level in 21 patients with ad- 
vanced hypertension was determined at different times 
before and during treatment with reserpine, hydrallazine, 
and the ganglion-blocking drugs chlorisondamine and 
mecamylamine at the Goldwater Memorial Hospital 
(Columbia University), New York. The blood pressure 
was measured twice daily with the patient recumbent, 
and the lowest systolic and diastolic values obtained 
among three determinations on each occasion were 
recorded, the mean blood pressure being then calculated 
as the diastolic pressure plus one-third of the pulse 
pressure. [No mention is made of “ observer varia- 
tion”.] Duplicate estimations of serum cholesterol 
levels were performed (results differing by more than 5°% 
being discarded), and at least three determinations were 
made during control periods, the shortest of which lasted 
3 weeks. Therapy was given for at least 4 weeks, mul- 
tiple cholesterol determinations being carried out during 
that time. Since wide variations in the serum cholesterol 
level were found during periods when medication, diet, 
and activity remained constant the authors do not accept 
a change of less than 10°% in the results after statistical 
analysis as significant. 

The results are derived from observations on 12 
patients treated with oral reserpine alone, 7 with oral 
hydrallazine alone, 7 with hydrallazine plus reserpine, 
5 with chlorisondamine (3 of the patients being given it 
both orally and parenterally in separate courses), 
and 4 with mecamylamine. In those given reserpine, 
although the serum cholesterol level tended to fall, only 
4 patients showed a change of more than 10% with a 
mean blood pressure fall of 14 mm. Hg; however, in 
those treated with hydrallazine the cholesterol level fell 
by over 10% in 5 of the 7 patients (mean fall 28 mg. per 
100 ml. for an average fall in blood pressure of 24 
mm. Hg). The results of combined therapy showed no 
significant difference from those with hydrallazine alone. 
Treatment with chlorisondamine was regularly accom- 
panied by a significant and sustained fall in the serum 
cholesterol level (average decrease 55 mg. per 100 ml. 
with an average fall in blood pressure of 23 mm. Hg). 
All of the 4 patients given mecamylamine showed a 
significant fall in serum cholesterol level (average 81 mg. 
per 100 ml. for an average fall in blood pressure of 24 
mm. Hg). In some cases graphic records (reproduced) 

showed definite temporal changes in blood pressure in 
parallel with the changes in the serum cholesterol level, 
though the latter lagged slightly behind the former. 
The combined data from all treatment groups, repre- 
senting 38 courses of treatment, showed a positive corre- 
lation coefficient of 0-51 (P=0-01) between the change in 
serum cholesterol level and the change in blood pressure. 
The authors discuss the possible meaning of this 
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relationship and conclude that their findings confirm other 
reports that serum cholesterol concentration decreases 
during therapy with hydrallazine or ganglion-blocking 
drugs, but not with reserpine. P. Hugh-Jones 


94. Exaggerated Natriuresis in Essential Hypertension 

D. S. BaLpwin, A. W. Biccs, W. GOLDRING, W. H. 
Hu et, and H. Cuasis. American Journal of Medicine 
[Amer. J. Med.] 24, 893-902, June, 1958. 6 figs., 18 refs. 


It has been shown that after an infusion of hypertonic 
saline solution patients with essential hypertension excrete 
more sodium than do normotensive patients. This 
paper from New York University College of Medicine 
presents evidence that the exaggerated “ natriuresis ” 
depends on an extrarenal mechanism. 

In 13 selected normotensive patients who were free 
from cardiovascular and renal disease the response to 
intravenous saline infusion was compared with that in 
22 hypertensive patients who showed no evidence of 
circulatory failure. All the patients were maintained 
on a normal hospital diet except for variations in salt 
intake; fluids were withheld for 15 hours preceding the 
test, which was carried out in the morning with the 
patients fasting. Urine was collected by an indwelling 
catheter, the residual urine being expelled from the blad- 
der by air. 

In the hypertensive patients an infusion of 2-5% 
saline solution for one hour produced a mean sodium 
excretion value. of 1-05--0-54 mEq. per minute, a mean 
sodium excretion factor of 7:7+4:1%, and a mean 
solute excretion of 2-53+1-00 mOsm. per minute during 
the last 20 minutes of the infusion, compared with corres- 
ponding figures of 0-39+-0-3 mEq. per minute, 2°3+ 1-9%, 
and 1-4+0-60 mOsm. per minute respectively for the 
normotensive group. This exaggerated sodium excre- 
tion could also be induced in 9 out of 16 of the hyper- 
tensive patients without sodium, osmotic, or water load- 
ing by a hypotonic infusion of inulin and PAH, but no 
similar exaggerated excretion occurred in the remaining 
7 hypertensive patients or in any of the normotensive 
patients after this stimulus. However, an exaggerated 
sodium excretion could be induced in the normotensive 
patients by prolonging the infusion of hypertonic saline 
up to 2 hours. 

It is pointed out that the basal sodium excretion in the 
hypertensive patients was comparable with that in the 
normotensive group, and both groups were in sodium 
balance onthesamediet. Whensalt intake was restricted 
in 7 of the hypertensive cases to less than 200 mg. of 
sodium daily for periods ranging from 10 days to 6 
months the exaggerated sodium excretion after intra- 
venous infusion of 2-5°%% saline for one hour was abol- 
ished and sodium excretion values were then not signifi- 
cantly different from the normotensive group. However, 
in 3 of the salt-depleted hypertensive patients prolonga- 
tion of the infusion to 2 hours re-established the exagger- 
ated sodium excretion response. From this and other 
evidence the authors conclude that tubular reabsorption 
of sodium is unimpaired in the early stages of hyperten- 
sive disease and that the exaggerated excretion of sodium 
occurring in hypertensive patients has an extrarenal. 
basis. P. Hugh-Jones 


BLOOD VESSELS 


95. Treatment of Intermittent Claudication with 
Vitamin E 

P. D. Livincstone and C. Jones. Lancet [Lancet] 2, 
602-604, Sept. 20, 1958. 4 refs. 


As opinions differ as to the value of vitamin E 
(a-tocopherol) in the treatment of peripheral vascular 
disease, the authors, at the United Sheffield Hospitals, 
carried out a controlled investigation of the efficacy of this 
substance in 20 non-diabetic male patients with oblitera- 
tive vascular disease who suffered from intermittent clau- 
dication. Males were chosen because it was easier to ob- 
tain adequate numbers of such patients and also any pos- 
sible sex difference in response was eliminated. The drug 
was given in tablets, each containing 200 mg., and the 
usual dosage was 600 mg. daily over a period of 40 weeks. 

During the first 3 months of the treatment period the 
drug had to be withdrawn in 3 cases for various reasons. 
Of the remaining 17 receiving vitamin E for the full 
period, 13 improved, whereas only 2 of a control group 
of 17 given dummy tablets showed improvement. The 
patients who responded were able to continue working 
with ease and to enjoy their leisure. Some form of 
treatment had been given previously to all the patients, 
with disappointing results. The authors point out that 
since improvement was observed in most patients only 
after some months it is unlikely that psychological factors 
played a part. The results confirmed the observations 
of others that large doses of vitamin E are necessary 
in this condition and that treatment must be continued 
for a long period. There was considerable delay before 
any response was noted and the authors therefore con- 
clude that treatment should be continued for at least 3 
months before it is abandoned. Leon Gillis 


Thrombolysis with Fibrinolysin (Plasmin)—New 
Thee Approach to Thromboembolism 
K. M. Moser. Journal of the American Medical Associa- . 
tion [J. Amer. med. Ass.| 167, 1695-1704, Aug. 2, 1958. 
1 fig., 18 refs. 


Writing from Georgetown University Medical Center, 
Washington, D.C., the author describes the results of a 
pilot study of the effects of intravenous infusions of puri- 
fied lyophilized fibrinolysin prepared from human 
plasma (“‘ actase ’’”) given over 2 to 4 hours to 52 patients 
suffering from various thrombo-embolic states, 13 of the 
patients receiving infusions of 30,000 fibrinolytic units 
(F.U.), 19 of 40,000 to 50,000 F.U., and 20 of 60,000 to 
90,000 F.U.; a few received two infusions on separate 
days. The toxicity of the agent appeared to be limited 
to a pyrogenic reaction, which was encountered in half 
the cases and the cause of which was not determined. In 
2 subjects a delayed allergic skin reaction was observed. 
No embolic phenomena were seen following the treat- 
ment. Serial study of coagulation factors after infusion 
showed no significant derangement of the coagulation 
process, and no haemorrhagic phenomena ‘were en- 
countered. Fibrinolytic activity of the plasma was en- 
hanced to a degree and for a period which varied with 
the dose of fibrinolysin. 
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In 15 patients with deep venous thrombophlebitis, 13 
of whom also received anticoagulant therapy and 3 of 
whom had suffered from pulmonary embolism, the results 
were encouraging: thus the treatment reduced the heat, 
tenderness, and muscle rigidity, and produced a signifi- 
cant decrease in the girth of the leg within 24 hours, 
return of the affected area to its normal state after 72 
hours, and no recurrence when walking was allowed. 
In 4 out of 8 patients with pulmonary embolism from an 
unknown source the treatment led to rapid resolution of 
electrocardiographic anomalies, marked relief of symp- 
toms, and interruption of the course of recurrent em- 
bolization. In 2 out of 3 patients in whom peripheral 
arterial occlusion had been present for 6 and 8 days 
respectively no benefit was obtained, but the third 
patient, in whom symptoms had been present for 48 
hours, derived benefit. Of 14 patients suffering from 
cerebral thrombosis (but only 4 of whom received the 
infusion within 24 hours of onset), 7 showed some 
degree of objective improvement within 24 hours after 
infusion. In one patient with “march” angina. the 
treatment resulted in a disappearance of symptoms and 
a return of the electrocardiogram to within normal 
limits. Lastly, of 7 patients with superficial thrombo- 
phlebitis, no benefit was apparent in 3 who had had 
symptoms for more than 7 days, but in the other 4 direct 
evidence of thrombolysis by the treatment was observed. 
In view of the danger of further thromboses the author 
suggests that anticoagulant drugs should be given con- 

currently with actase. 

[This preliminary report is of considerable interest, 
since the method opens up an entirely new approach to 
the treatment of thrombo-embolic states.] 


R. Wyburn-Mason 


97. Comparison of Animal and Vegetable Fats in 
Increasing Blood Coagulability 

G. A: McDonaLtp and H. W. FUuLLerton. Lancet 
[Lancet] 2, 598-599, Sept. 20, 1958. 9 refs. 


The authors and other workers have previously demon- 
strated an increase in blood coagulability following the 
eating of fats, both animal and vegetable (margarine), 
whereas others have found no change after eating mar- 
garine. In an attempt to resolve this discrepancy, which 
they consider to be important in view of the greatly 
increased consumption of vegetable fats in recent years, 
the authors, working at the University of Aberdeen, have 
carried out experiments herein described on 11 con- 
valescent patients, aged 20 to 61 years, who had no 
cardiac disability. 

Venous blood was taken with as little tissue trauma 
as possible and 4-5 ml. was added to a tube containing 
0-5 ml. 1-349%% sodium oxalate solution. The recalcified 
plasma clotting (R.P.C.) time was then estimated by 
adding 0-2 ml. of M/50 calcium chloride to 0-2 ml. 
plasma in a water bath at 37° C. and noting the time of 
first appearance of fibrin threads. The method was 
found to give consistent results, provided that venepunc- 
ture was accomplished without difficulty. Thus a pre- 
liminary test showed that fhe mean difference between 
the R.C.P. times of blood samples from the two arms in 
15 out of 19 patients with minimal venepuncture trauma 
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was 3-5 seconds, whereas in the other 4 patients, in whom 

venepuncture was somewhat difficult in the right arm, 
the mean shortening of R.P.C. time in blood from the 
two arms differed by 17-8 seconds. 

In the main study the subjects, after a fasting estima- 
tion of the R.P.C. time, ate on successive days a breakfast 
containing either 85 g. of animal fat or 83 g. of vegetable 
fat (of which 14-6 g. was derived from walnuts and 68-7 g. 
from margarine) R.P.C. times being again estimated at 
3 and 4 hours after the meal. In all 11 subjects the 
shortening of the R.P.C. time was very similar at 3 and 
4 hours after both meals. Thus the mean shortening 
at 3 hours after the animal fat meal was 38-7 seconds 
and after the vegetable fat meal 35-6 seconds. In a 
further 10 subjects the effects of meals containing 50 
and 30 g. respectively of margarine were studied. After 
50 g. the mean reduction of R.P.C. time at 3 hours was 
21-3 seconds and after 30 g. it was 11-6 seconds. It is 
concluded that margarine has as much effect on blood 
coagulability as does animal fat, and that its effect is 
proportional to the amount eaten. David Phear 


98. Effect of Physical Activity on Increased 

bility of Blood after Ingestion of High-fat Meal 

G. A. McDonaLp and H. W. FuLierton. Lancet 
[Lancet] 2, 600-601, Sept. 20, 1958. 1 fig., 7 refs. 


As described in the previous paper [see Abstract 97] 
the authors have demonstrated that an increase in blood 
coagulability follows the eating of both animal and vege- 
table fats. The increasing incidence of coronary arterial 
disease may well be related to an increasing intake of 
dietary fat. It has been suggested that exercise protects 
from coronary disease, for ischaemic heart disease has 
been shown to be more common in men with a sedentary 
occupation than in those doing active work. 

To determine the effect of exercise the coagulability 
of the blood after a fatty meal was studied at the 
University of Aberdeen in 23 healthy male medical 
students, aged 20 to 27, on a “ sedentary” day and an 
“active”? day after a breakfast containing 85 g. of 
animal fat. On the “‘ sedentary” day they attended 
normal classes, and on the “ active”” day they walked 
6 miles. The recalcified plasma clotting (R.P.C.) time 
was estimated as described in the previous paper before 
and again 34 hours after the meal on both days. 

Of the 23 students observed on the sedentary day, only 
14 showed significant shortening of the R.P.C. time (that 
is, by more than 12 seconds) after the meal, and of these 
only 3 still showed more than 12 seconds’ shortening on 
the active day. It is noted that the fasting R.P.C. times 
were shorter in the convalescent patients studied pre- 
viously than in the healthy students, and that the 
patients showed a greater and more consistent reduction 
in R.P.C. time after the meal than did the students on 
the sedentary day. It is suggested that even the small 
amount of exercise undertaken by the “ sedentary ” stu- 
dents, combined with a certain amount of mental activity, 
might partially have prevented an increase in coagula- 
bility. It is concluded that these experiments further 
implicate a high dietary intake of fat and a low level of 

physical activity as important causative factors in 
coronary thrombosis. David Phear 
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99. Vitamin-B;2 Deficiency in the Megaloblastic Anae- 
mias of Malaya 

P. W. G. Tasker, D. L. MOLLIN, and H. BERRIMAN. 
British Journal of Haematology [Brit. J. Haemat.] 4, 
167-176, April, 1958. 5 figs., 28 refs. 


It was found that the mean serum vitamin-B)2 
(cyanocobalamin) concentration of 123 Southern Indian, 
Sikh, and Chinese patients with megaloblastic anaemia 
seen at the General Hospital, Kuala Lumpur, Malaya, 
was significantly lower than that of normal individuals. 
Many patients (including 60°% of the males examined) 
had a subnormal serum vitamin-B;2 level and responded 
completely to treatment with the vitamin, the anaemia 
in these cases being primarily due to the vitamin-B,2 de- 
ficiency. A further group with subnormal vitamin-B,2 
levels responded only suboptimally to the vitamin, but 
subsequently showed a good response to folic acid; 
these patients probably had a deficiency of both these 
substances. 

Patients with a normal serum vitamin-B;2 concentra- 
tion usually responded only to folic acid, but a few 
pregnant, or more usually puerperal, female patients in 
this group responded excellently to vitamin B;2 alone. 

F. W. Chattaway 


100. The Absorption of Folic Acid 

I. CHANARIN, B. B: ANDERSON, and D. L. MOLLIN. 
British Journal of Haematology [Brit. J. Haemat.] 4, 156- 
166, April, 1958. 3 figs., 12 refs. 


The absorption of folic acid in patients previously 
saturated with it has been studied at the Postgraduate 
Medical School of London by determining the rise in the 
serum folic acid concentration during the 4 hours follow- 
ing a test dose of 3 mg. The folic acid content was 
assayed microbiologically, using Streptococcus faecalis R. 
as the test organism. The values found in 55 healthy 
control subjects varied over a -wide range (42 to 170 
jzmg. with a mean peak value of 96+-4 umg. of folic acid 
per ml. of serum). Corresponding figures for 10 
patients with treated Addisonian pernicious anaemia, 
4 with anatomical lesions of the small intestine, and 5 
with megaloblastic anaemia following the use of anti- 
convulsant drugs were all shown to be within the 
normal range. 

The peak serum concentration of folic acid in 18 of 
20 patients with idiopathic steatorrhoea and in 4 of 14 
with other forms of the intestinal malabsorption syn- 
drome were below the normal range and indicated some 
degree of malabsorption of the acid. The mean peak 
serum value for a group of 23 women in the latter half 
of pregnancy was below that of healthy control sub- 
jects, but showed no difference from that in a group of 
7 pregnant patients with megaloblastic anaemia of preg- 
nancy, indicating that folic acid absorption is probably 
not impaired in the latter condition. 

F. W. Chattaway 


101. The Treatment of Idiopathic Thrombocytopenic 
Purpura. A Review of Ninety-three Cases 

E. J. WATSON-WILLIAMs, A. I. S. MACPHERSON, and S. 
Davipson. Lancet [Lancet] 2, 221-226, Aug. 2, 1958. 
26 refs. 


In this paper from the University of Edinburgh the 
results obtained in the treatment of 93 patients (28 male 
and 65 female) with idiopathic thrombocytopenic pur- 
pura are analysed. 

No treatment other than whole-blood transfusion or 
administration of haematinics was given to 26 patients. 
These fell into two groups: Group A contained 10 
patients with a long history of recurring episodes of hae- 
morrhage, only one of whom had clinical and haemato- 
logical remission. Group B contained 16 patients in 
whom purpura had recently appeared without warning; 
4 of these died from intracranial haemorrhage, while in 
the remainder there was spontaneous and apparently 
permanent recovery within 100 days of the onset of 
symptoms, 5 being followed up for more than 9 years. 

The progress in these 26 cases led the authors to divide 
the remaining 67 patients, who received specific treatment, 
into two groups: Group 1, 31 patients with a history of 
less than 100 days from the onset of symptoms to the 
start of treatment; and Group 2, 36 patients in whom 
this interval was longer. Corticotrophin (ACTH), cor- 
tisone, or prednisolone was given to 19 patients in Group 
1. Complete remission was obtained in 5 out of 11 
patients treated for 10 days and in 3 out of 8 treated for 
3 weeks or longer; 4 of the 19 patients had complete 
remission within 30 days of stopping treatment, but in 7 
there was no improvement and splenectomy was per- 
formed, with benefit in 5. In this group, the response 
to steroid therapy was not related to either the dosage 
or the duration of treatment. Altogether 19 patients in 
Group 1 were subjected to splenectomy (including 12 
operated on before the advent of steroids) and 13 
obtained complete remission. Repeated observations 
for periods of 1 to 23 years after operation in 17 of these 
indicated that there was good clinical and haematological 
remission in at least three-quarters of them. 

Of the 36 patients in Group 2 steroid therapy was 
given to 14 before splenectomy, with remission in 7, 
and to 9 after operation, with remission in 5 (the latter 
group included 3 patients who received steroids both 
before and after operation). Steroid therapy only was 
given to 3 patients, with one remission. No remission 
lasted longer than 60 days, and in 7 instances relapse 
occurred while the patient was still receiving large doses 
of one of the drugs. A high dosage of cortisone (over 
200 mg. per day) appeared to be more effective in pro- 
ducing a remission than was a low dosage. Altogether 
33 patients in Group 2 were subjected to splenectomy, 
and one year later 19 of the 29 who were traced were 
symptom-free; after 8 years 7 out of 14 were well and 
after 20 years 2 out of 4 were symptom-free. 
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Mild idiopathic thrombocytopenic purpura with spon- 
taneous remission was observed in patients at all ages 
and about equally in males and females. The onset of 


the chronic form of the disease was before the age of 30 . 


years and females were predominantly affected. 
A. Ackroyd 


LEUKAEMIA 


102. The Problem of Leukaemia. (O HeKoTopsix Bo- 
mpocax mpo6nempl 

A. M. Markov. Aauxnuyecxaa Meduyuna [Klin. Med. 
(Mosk.)] 39, 5-9, No. 7, July, 1958. 


The author reports that, as in other countries, an 
increase in both the absolute and relative frequency of 
death from the several types of leukaemia has been 
observed in the U.S.S.R. during the years 1952 to 1956. 
Thus in Moscow the rate increased from 2-9 to 4-4 
per 100,000 of population, in Leningrad from 1-6 to 
2-5, in Kharkov from 1-4 to 4-6, in Lvov from 1-1 to 
1-6, in Riga from 0-9 to 1-2, and in Kursk from 0-6 
to 0-9 per 100,000. 

It is possible that the marked increase observed in 
Moscow, Leningrad, and Kharkov could have been due 
to an influx of patients from other areas. But there was 
still a marked difference in the extent of the increase in 
the various republics of the U.S.S.R., the increase being 
small in the south-eastern Republics of Turkmen, Uzbek, 
Georgia, and Azerbaidjan compared with that in the 
most westerly Lithuanian, Latvian, Estonian, and Mol- 
davian Republics. In six pathological laboratories in 
Moscow the proportion of leukaemia found at post- 
mortem examination increased from 0-025°% of all 
necropsies in 1928 to 28% in 1956. This increase was 
about equally divided between the acute and chronic 
forms of the disorder. A. Orley 


103. Acute Leukaemia, (K KnHHHKe ocTpBIx meiiKo- 
30B) 
V. A. DANILIN and N. Ja. PLAvinsKaJA. Cosemcxaan 


Meduyuna [Sovetsk. Med.|22, 49-54, No. 5, May, 1958. 
5 refs. 


The authors present their findings in 44 cases of 
acute (34) or subacute (10) leukaemia seen at the Kui- 
byshev Medical Institute between 1947 and 1956. During 
this period a marked increase in incidence was noted, 19 
cases being seen in 1956. The age group chiefly affected 
was 11 to 30 years and the sex incidence was equal. 
There were 36 cases of myeloid leukaemia, 6 of reticulo- 
endotheliosis, and one each of leucosarcoma and 
chloroma. 

Clinically, the main early features were general weak- 
ness and pyrexia. More than half the patients com- 
plained of anorexia and sore throat. Progressive pallor 
of the skin and mucous membranes was noted, with 
petechiae, bleeding of the gums, and epistaxis. Enlarge- 
ment of lymph nodes was noted in 31 cases, but was 
pronounced only in 14 and is not regarded as a reliable 
diagnostic feature. Splenic or hepatic enlargement was 
first noted 15 to 60 days after the onset of the illness. 
Neurological signs were found mainly in the terminal 

D 


__ haemolysis is discussed. 


stages, necropsy showing cerebral haemorrhage in 11 
cases. It is stressed that diagnosis is often difficult and 
that many cases may not be recognized until the later 
stages. In the present series the interval between onset 
‘and correct diagnosis was 10 to 12 months in 4 cases, 
4 to 7 months in 8, 24 to 34 months in 9, one to 2 months 
in 14, and less than a month in 9, while in one fulminating 


- case the diagnosis was first made post mortem. The 


average duration of the illness in the acute cases was 34 
months and in the subacute cases 74 months. In 2 ful- 
minating cases the illness lasted 2 and 4 days respectively. 

Haematological examination showed anaemia even in 
the earliest stages, the predominating type being normo- 
chromic. The erythrocyte sedimentation rate was 
nearly always increased, and the platelet count fell as the . 
disease progressed. There was marked variation in the 
leucocyte count, both in the series as a whole and at 
different stages in individual cases. Counts of 443,000 
and 553,000 per c.mm. were noted in 2 cases, while in 2 
others the count was as low as 250 to 300 per c.mm. 
There were 13 aleukaemic cases, 12 subleukaemic, and 
19 leukaemic. In most cases the leucocytes were 
myeloblastic, micromyeloblasts being predominant in 9, 
while in 3 early cases haemocytoblasts were present 
transiently in the peripheral blood. Marrow smears in 
most cases gave a picture corresponding to the peripheral 
blood: picture, but in the subacute cases transitional cell 
forms of the myeloid series were noted. 

Treatment by transfusion of whole blood and packed 
cells and the administration of iron and corticotrophin 
had no significant effect on the course of the disease. 

Margot G. Dunlop 


104. Mechanisms of Anaemia in Leukaemia 

G. WETHERLEY-MEIN, I. S. Epstemn, W. D. Foster, and 
A. J. Grimes. British Journal of Haematology (Brit. J. 
Haemat.} 4, 281-291, July, 1958. 5 figs., 20 refs. 


At St. Thomas’s Hospital and Medical School, Lon- 
don, radioactive techniques were used in a study in 17 
patients of the mechanism of the anaemia associated 
with various forms of leukaemia, marrow erythroid 
activity and production of erythrocytes into the circula- 
tion being determined by means of radioactive iron 
(59Fe) and the erythrocyte life span by means of radio- 
active chromium (5!Cr). 

Diminished marrow function and diminished erythro- 
cyte survival were demonstrated singly or in combina- 
tion, but they bore no consistent relationship to the type 
or duration of the leukaemic process. A marrow of 
apparently “ normal ” erythropoietic activity often lacked 
the reserve capacity to compensate for a reduction in the 
life span of the erythrocytes. Observations following 
treatment suggested the possibility of a selective effect 
according to the form of leukaemia—for example, in 3 
cases of acute leukaemia the erythropoietic pattern and 
erythrocyte survival returned to normal—but were too 
limited for assessment to be made in relation to the form 
of therapy given. 

The desirability of further observations to determine 
the sequence of events in relation to marrow failure and 

"Mary D. Smith 
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Respiratory System 


105. Spirometry and Effort Tolerance in Diseases of the 
Heart and Lungs 

L. H. Caper and J. SMart. Lancet [Lancet] 2, 771-773, 
Oct. 11, 1958. 3 figs., 11 refs. 


Effort tolerance was related to the results of con- 
ventional spirometry in 500 patients with obstructive 
airway disease, heart-disease, or both and in 34 patients 
with pulmonary fibrosis. Both the forced vital capacity 
(F.V.C.) and the one-second forced expiratory volume 
(F.E.V.) fell with loss of effort tolerance in each disease. 
In obstructive airway disease the one-second F.E.V. fell 
much more than the F.V.C. In heart-disease the two 
fell more or less proportionately. With loss of effort 
FEV.%, 


F.V.C. 
therefore fell little in patients with heart-disease but fell 
notably in patients with obstructive airway disease. The 
F.E.R. may thus distinguish the two conditions and point 
to the disease which is the major cause of disability when 
both are present in the same patient. 

This distinction may be drawn only in moderately and 
severely disabled patients (unable to keep pace with 
their fellows on the level). In less disabled patients the 
overlap of results is too great for decision in the individual 
case, but the mean F.E.R. of groups will distinguish 
those with each disease. Heart-disease and pulmonary 
fibrosis could not be distinguished from each other by 
the method. 


tolerance the forced expiratory ratio (F.E.R.= 


Evidence suggests a proportional relationship between 
the severity of airway obstruction and the severity of 
effort intolerance.—[Authors’ summary.] 


106. The French Inquiry into the Aetiology of Broncho- 
pulmonary Cancer. Detailed Analysis. (L’enquéte fran- 
caise sur Il’étiologie du cancer broncho-pulmonaire. 
Analyse détaillée) 

F. Denorx, D. ScHwartz, and G. ANGUERA. Bulletin 
de Il’ Association francaise pour l’étude du cancer [Bull. 
Ass. frang. Cancer] 45, 1-37, Jan.—March [received July], 
1958. 14 refs. 


In previous publications (Sem. Hép. Paris, 1957, 33, 
3630; Abstr. Wid Med., 1958, 23, 442; and Bull. Ass. 
frang. Cancer, 1957, 44, 336) the authors have reported 
the results of inquiries into the part played by tobacco 
in the aetiology of cancer of the lung and of other sites. 
These results, in common with many others, have shown 
that there is a close association between cancer of the 
bronchus and larynx and the inhalation of cigarette 
smoke and between cancer of the upper digestive tract 
and all types of smoking, with or without inhalation. 
These associations are regarded as probably causal, but 
they may be indirect and due to the association of 
smoking with other factors. In the present inquiry this 
possibility was tested by examining the association be- 
tween cancer of the lung and 160 other factors. 


Male patients were selected from various hospitals in 
Paris and, to a lesser extent, other French cities and were 
divided into 5 groups depending upon whether they were 
suffering from (1) cancer of the lung, (2) cancer of the 
upper respiratory or digestive tract, (3) cancer of other 
sites, (4) other diseases, or (5) accidental injuries. Each 
patient in Group 1 was matched with a patient in each 
other group who was in the same 5-year age group, in 
the same group of hospitals, and examined by the same 
interviewer at about the same time. Altogether, 430 
patients so matched were obtained for each group and a 
further 172 matched patients were obtained for each of 
Groups 1, 4, and 5. On comparison of the two control 
groups (4 and 5) significant differences were found in 
respect of 16 items, but for most of these there was some 
ready explanation. When there were no significant 
differences the two control groups were combined for 


comparison with the groups with cancer; where there 


was good reason for regarding one control group as 
“abnormal”, only the other was used. Comparison 
was then made between Group 1 and Groups 4 and 5, 
and if any significant difference was found a third com- 
parison in respect of the item concerned was made be- 
tween Groups 2 and 3 and the control groups. 
Significant differences between Group 1 and Groups 4 
and 5 were demonstrated for 19 items. Further compari- 
son showed that for 7 of the items the difference was 
related to cancer in general rather than to lung cancer 
and, in most cases, could be explained on the grounds 
that patients with cancer in the Paris hospitals are drawn 
from a larger population than patients with other diseases, 
while in 2 instances there was doubt about the statistical 
significance of the results. For the remaining 10 items 
the data were then analysed to determine the extent to 
which they might account for the observed association 
between cigarette smoking and lung cancer. Two items 
(previous coronary disease and work with glass) could 
not be studied in detail because the numbers affected 
were too small. The findings in respect of one item 
(consumption of aperitifs) were fully explained by its 
association with cigarette smoking, while those in respect 
of 3 others (consumption of molluscs and of crustaceans 
and hairiness of the second phalanx), which appeared to 
be associated with lung cancer independently of cigarette 
smoking, are difficult to interpret and may be statistical 
sports. The associations found between cancer of the 
lung and 4 other items cannot be wholly explained by 
an association with cigarette smoking. Thus chronic 
bronchitis and a bad dental state appear to increase the 
risk of lung cancer among heavy smokers, exposure to 
war gas appears to increase the risk among non-smokers, 
and coffee consumption appears to increase the risk 
irrespective of the amount smoked. In each case, 
however, the association is substantially weaker than that 
between lung cancer and cigarette smoking. . 
Richard Dol. 
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107. Antibiotics in Acute Tonsillitis and Acute Otitis 
Media 

J. Fry. British Medical Journal (Brit. med. J.] 2, 883- 
886, Oct. 11, 1958. 3 refs. 


While the use of antibiotics is essential in the treatment 
of serious bacterial infections, in many of the less serious 
cases seen by the general practitioner, particularly cases 
of infection of the upper respiratory tract, antibiotic 
therapy is unnecessary, expensive, and potentially dan- 
gerous. In an attempt to define more clearly the indica- 
tions for the use of antibiotics in treating two common 
childhood infections—namely, acute tonsillitis and 
Otitis media—the author has analysed 482 cases of the 
former and 552 of the latter seen in general practice 


during a 3-year period to determine the proportion of 


cases in each group in which antibiotic therapy was 
necessary to achieve satisfactory results and that in which 
non-specific treatment proved adequate. He defines the 
criteria on which the diagnosis of each condition was 
based and analyses the reasons for using antibiotics in 
those cases in which they were given. The drug used in 
such cases was penicillin, given intramuscularly, though 
broad-spectrum antibiotics were occasionally employed 
when there was no response to penicillin. The procedure 
adopted in every case was to withhold penicillin unless or 
until definite indications were present, the course of the 
illness being closely observed. 

About 25% of the patients with each disease received 
penicillin, the results in both treatment groups being 
equally satisfactory. Although the prescribing habits of 
family doctors vary widely, the author cites evidence 
indicating that many of them use antibiotics in a much 
higher proportion of cases of these diseases than would 
appear to be necessary from the results achieved in his 
own series. Donald Crowther 


J. McKenzie. British Medical Journal [Brit. med. J. ] 2, 
201-203, July 26, 1958. 5 figs., 2 refs. 


Hitherto, congenital deaf-mutism has been regarded 
as an affliction of the internal ear. The audiometric 
findings in 5 deaf-mute children which are reported in 
this paper from the University of Aberdeen showed that 
the degree of hearing by bone conduction was much 
greater than that by air conduction, indicating that the 
primary defect was the result of maldevelopment of the 
middle ear. In 2 of the children there were obvious 
deformities of the first visceral arch, which contributes 
to the formation of the middle-ear structures. It is 
pointed out that the cochlea and the vestibular apparatus 
are closely associated both structurally and functionally, 
so that if the defect were primarily labyrinthine in 
origin some coincident involvement of the. labyrinth 
would be likely to occur. Yet in deaf-mute children 
lack of balance due to involvement of the vestibular 


Otorhinolaryngology 


apparatus is unknown. The author suggests that in 
order to stimulate and improve the residual hearing these 
children should be provided at an early age with a bone- 
conducting hearing aid. H. D. Brown Kelly 


109. Serous Otitis as a Case of Catarrhal Deafness in 
Childhood 


D. Stevens. Lancet [Lancet] 2, 22-24, July 5, 1958. 


Of 1,000 consecutive children seen over a recent 
3-year period, 96 had catarrhal deafness; this number 
did not include children with perforation or those whose 
hearing improved on Politzer inflation. In all 96 cases 
appropriate treatment was given for infected antra,’ 
adenoids, and tonsils, and in 84 stab puncture of the 
tympanic membrane was carried out, fluid being found in 
53. The tympanic membrane varied in appearance in 
these 53 cases; the mobility of the drum was reduced or 
absent in many cases, but the commonest finding was a 
** fatty yellow discoloration” of the tympanum. Air 
bubbles were sometimes visible, but a fluid level was not 
encountered in this series. Of 65 children followed up 
for periods of 6 to 36 months after operation, 56 had good 
hearing. In the author’s view serous otitis should be 
looked for in all cases of catarrhal deafness. Treatment 
should aim at restoring tubal patency and normal elas- 
ticity of the membrane by removing the fluid, and then 
eliminating associated causes. T. A. Clarke 


110. Head and Neck Pain in Temporomandibular Joint 
Disease and Muscle Spasm 

A. §S. Freese. A.M.A. Archives of Otolaryngology 
[A.M.A. Arch. Otolaryng.] 67, 410-416, April, 1958. 34 
refs. 


Estimates of the frequency of degenerative diseases of 
the temporo-mandibular joint vary between 28 and 40% 
of all persons over 40 years of age, but as there is no uni- 
form standard of diagnosis these figures cannot be 
accurately evaluated. The changes in the joint differ 
little from the degenerative changes found with increasing 
age in other joints when allowance is made for the fact 
that the articulating surfaces are covered by fibrous 
tissue instead of hyaline cartilage. The clinical import- 
ance of the condition is usually that the pain causes 
spasm of the mandibular muscles and that this spasm 
increases the damage, so that a vicious circle is set up. 
Moreover, mandibular spasm of emotional origin is not 
uncommon as the mandibular muscles are used in the 
expression of emotion, and such spasm, if continued long 
enough, can initiate changes in the joint. The author 
emphasizes the importance of psychotherapy in the 
treatment of such cases. Apart from this the treatment. 
should consist in the correction of any malocclusion on 
bite and the relief of spasm by means of moist heat, 
analgesics, and sometimes muscle relaxants. Complete . 
ankylosis seems to be almost unknown, and in general 
the prognosis is good. F. W. Watkyn-Thomas 
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111. Changes in Haematopoiesis in Certain Diseases of 
the Hypophysio-adrenal System. (H3meHeHue Kposo- 
TBOPe€HHA HEKOTOpEIX sa6oneBaHHAX runodusap- 
HO-ampeHasIOBOH CHCTEMBI) 

S. I. Apxue [Ter. Arh.] 
30, 31-37, No. 6, June, 1958. 2 figs., 9 refs. 


As early as 1937 Lang had advanced the proposition 
that haematopoiesis is controlled by neuro-humoral 
influences. The nervous regulation of blood formation 
has been investigated in detail by Soviet workers, but its 
humoral and endocrinal regulation has not received such 
thorough attention. The author (with his fellow- 
workers) has studied the influence of ACTH (corticotro- 
phin) and the adrenal steroids on the process of blood 
formation in patients receiving these substances for the 
treatment of the Itsenko—Cushing syndrome and of 
chronic adrenal insufficiency, as in Addison’s disease. 

They found that of 45 patients receiving ACTH and 
cortisone, the majority showed well marked myelotrophic 
changes, with an increase in the neutrophil count and 
an eosinopenia. In 20 cases of the Itsenko—Cushing 
syndrome investigated haematologically the average 
haemoglobin value, the erythrocyte count, the percentage 
of reticulocytes, and the total leucocyte count were all 
above normal. There was a marked increase in the 
proportion of neutrophil granulocytes together with a 
relative lymphocytopenia and eosinopenia. The num- 
bers of monocytes, basophil granulocytes, and thrombo- 
cytes were within normal limits. Myelograms showed 
that there was some immaturity of the erythropoietic 
- series. The serum level of non-haemoglobin iron was 
above normal, while the phagocytic activity of the 
neutrophils was somewhat reduced. 

A similar study of 10 cases of Addison’s disease 
showed that, in contrast with the preceding group, there 
was a tendency to anaemia of the hypochromic type, a 
neutrophil leucopenia, and very few reticulocytes, while 
lymphocytosis and in some cases eosinophilia were pre- 
sent; the serum non-haemoglobin iron level was below 
the normal average. In these cases the myelogram did 
not differ from normal, except for an increase in eosino- 
phil granulocytes in some cases. There was a slight 
increase in phagocytic activity and also in the number of 
leucocytes taking part in the process. It is suggested 
that such changes may be explained by the influence of 
endocrine factors, since in one group of these patients 
there was increased production of ACTH and hydro- 
cortisone and in the other a depression of adrenal 
function. Further, the results in cases of Cushing’s 
syndrome are very similar to those produced by the thera- 
peutic administration of ACTH or cortisone. No dis- 
tinction was made between cases of Cushing’s syndrome 
due to basophil adenoma of the pituitary gland and those 
due to adrenal hypertrophy or adenoma, since in both 
forms there is an increase in the production of ACTH 
and hydrocortisone. L. Firman-Edwards 
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112. The Reaction Time in Myxoedema 
I. P. C. Murray. Lancet [Lancet] 2, 384-387, Aug. 23, 
1958. 5 figs., 6 refs. 


In this paper from the Western Infirmary, Glasgow, 
the author describes a simple and rapid method of mea- 
suring the reaction time to a visual stimulus and 
compares the reaction times thus obtained on several 
occasions under stable conditions in 101 healthy subjects, 
10 severely anaemic patients (haemoglobin <60°%), and 
50 myxoedematous patients. Readings were also 
obtained in 6 healthy and 7 myxoedematous patients 
after administration of 15 mg. of dexamphetamine sul- 
phate and in 9 previously myxoedematous subjects ren- 
dered euthyroid after at least 6 months’ treatment with 
thyroxine. 

The reaction times of the severely anaemic patients lay 
within the normalrange. In 46 of the 50 myxoedematous 
patients, however, the reaction time was prolonged 
beyond the normal. All 9 euthyroid patients had a 
reaction time within the normal range for age. During 
specific treatment of the myxoedema in 25 of the patients 
the reaction time decreased, paralleling the changes in 
the basal metabolic rate and the serum cholesterol level; 
it became normal in 24 of the patients. Administration 
of dexamphetamine sulphate shortened the reaction time 
in myxoedematous patients to a greater extent than in 
healthy subjects. The author states that lengthening of 
the reaction time indicates impaired cerebral function 
and suggests that this procedure has a place in the 
diagnosis of suspected myxoedema and in assessing the 
response to therapy. J. Warwick Buckler 


113. Dynamic Investigation of the Endocrine Function 
of the Testis. (Exploration dynamique de la fonction 
endocrinienne du testicule) 

M. F. Jaye, E. E. BAULIEU, R. SCHOLLER, B. P. Lissoa, 
and J. C. Savor. Revue d’ études cliniques et 
biologiques (Rev. frang. Et. clin. biol.] 3, 455-461, May, 
1958. 2 figs., 32 refs. 


Chorionic gonadotrophin from the urine of pregnant 
women (H.C.G.) was administered in a total dosage of 
20,000 to 110,000 units to 13 normal men and to 10 
castrated, 9 eunuchoid (hypogonadic), and 11 elderly 
men, daily doses of 10,000 units being given in each case 
for varying periods. The urinary excretion of total 
17-ketosteroids and of phenolsteroids was estimated 
before the test and on the last day of administration of 
H.C.G., any increase in the former being regarded as 
due to a non-specific response of the adrenal cortex and 
in the latter to the specific response of the Leydig cells 
of the testis. 

Compared with the normal subjects the response of the 
adrenal cortex to administration of the androgen in the 
three other groups was feeble, but significant, the average 
increase in the 24-hour excretion of 17-ketosteroids being 
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1 to 2 mg. as against 5 to 7-5 mg. for the normal men. 
In contrast, whereas in the normal subjects the Leydig 
cells responded to gonadotrophin by doubling their 
hormone output, as indicated by an increase of daily 
phenolsteroid excretion by an average of 35 to 70 pg., 
there was no significant response in the three other groups. 
On the basis of these findings the authors have devised a 
standard test for the dynamic investigation of testicular 
endocrine function in which 10,000 units of H.C.G. is 
given daily for 3 days and the excretion of creatinine, 17- 
ketosteroids, and phenolsteroids in the urine is estimated. 
The response is regarded as normal if the 24-hour excre- 
tion of 17-ketosteroids increases by more than 5 mg. 
and that of phenolsteroids by more than 25 pg. 

[An interesting paper, but somewhat irritating by 
reason of the lack of certain pertinent information. For 
example, the ages of a number of patients are given, but 
not those of the group of “elderly men” (one of the 
“ castrates ’’ was 63!). Again, in the eunuchoid group 
one man (of 23) is described as suffering from “‘ hypo- 
gonadism ” and another (of 48) from “ hypogonadism 
with eunuchoidism ”’, but the need for this differentiation 
is not explained. Other important omissions include 
the name of the laboratory or hospital at which the work 
was carried out.] V.C. Medvei 


PITUITARY GLAND 


114. Pituitary Dwarfism: Diagnosis and Treatment 
M. M. Martin and L. WILkins. Journal of Clinical 
Endocrinology and Metabolism [J. clin. Endocr.) 18, 
679-693, July, 1958. 8 refs. 


This review is based on observations made over many 


years at the Johns Hopkins Hospital on 26 patients . 


suffering from hypopituitary dwarfism, a condition 
which is the least common cause of stunting of growth. 
The patients had all been followed up through puberty 
and until they had reached an age at which the presence 
of failure, as opposed to delay, of sexual development 
seemed certain. In 7 of them, 5 females and 2 males, 
there was a neoplasm in the region of the pituitary, 
but in the remaining 19 no apparent cause for the 
hypopituitarism could be established. All but one of 
the patients in the idiopathic group were males; the 
significance of this male predominance is obscure. The 
pattern of impairment of growth and development was 
the same in both groups, except that in the 19 patients 
without tumour retardation of growth was usually 
apparent between the ages of 1 and 4 years (extremes 1 to 
8 years), which was about 4 years earlier than in those 
with tumour (4 to 12 years). The height of the patients 
lagged about 4 years behind that of healthy contemporar- 
ies, and reached only to between 47 and 62 inches (119 
to 157 cm.) when growth was completed. Bone age 
usually corresponded to the age as judged by height. 
In 14 of the 19 cases of idiopathic hypopituitarism, 
laboratory investigations revealed evidence of failure of 
either thyrotrophic, adrenocorticotrophic, or gonado- 
trophic activity in addition to growth-hormone defici- 
ency, and there was evidence of both thyroid and 


adrenocortical dysfunction in 12. Hypothyroidism was 
not, however, clinically obvious in any patient. The 
ability to excrete a water load proved a useful screening ~ 
test for the possible presence of adrenocortical deficiency. 
The most satisfactory confirmation of this state was 
provided by the measurement of urinary 17-hydroxy- 
corticosteroid excretion. Treatment with various pre- 
parations of growth hormone, and in the hypothyroid 
cases with thyroid extract, produced no obvious clinical 
benefit, although in the latter group the biochemical 
abnormalities were corrected. Most of the male 
patients were.treated with androgens with resulting im- 
provement in their masculinity, but the authors consider 
that if treatment had been begun a few years earlier the 
improvement, especially from the psychological aspect, 
would have been much greater. Although treatment 
produced an initial increase in the rate of growth, it is 
thought unlikely that it affected the final height achieved. 
The female patients were treated with androgens as well 
as oestrogens, these being given continuously for about 
9 months and thereafter at regular intervals. 

In discussion the authors point out that since failure 
of production of gonadotrophins alone does not lead to 
stunting of growth, the absence of sexual maturation in a 
dwarf is strong evidence of a pituitary disorder. Failure 
of sexual maturation cannot be considered certain until 
well after the usual age of puberty. If, however, in a 
stunted child there is laboratory evidence of thyrotrophic 
or adrenocorticotrophic deficiency the diagnosis of 
pituitary dwarfism can be made with some confidence, 
thus enabling the appropriate sex-hormone therapy to 


be begun at the most opportune age, that is, 12 or 13 


years. They doubt whether any of the other forms of 
treatment at present available are worth while. 
H.-J. B. Galbraith 


ADRENAL GLANDS 


115. Adrenalectomy in Cushing’s Syndrome. Manage- 
ment and Metabolic Aspects 

A. S. Mason, J. E. RICHARDSON, and C. E. KING. 
Lancet [Lancet] 2, 649-656, Sept. 27, 1958. 10 figs., 
25 refs. 


This paper from the London Hospital describes the 
results of adrenalectomy in 18 cases of Cushing’s syn- 
drome, due in 17 to bilateral adrenal hyperplasia and in 
one to adrenal carcinoma. Since adrenalectomy is a 
very serious procedure it is essential that the diagnosis 
be proved beyond doubt, and two types of patient need 
special care. (1) Adolescent girls with obesity, acne, 
pink striae distensae, menstrual irregularity, perhaps a 
slight rise in blood pressure, and in some cases an increase 
in urinary steroid excretion; the absence of any muscle 
wasting and the generalized obesity help to distinguish 
this from Cushing’s syndrome. (2) Cases of the adreno- 
genital syndrome, occurring mostly in women who 
since puberty have shown increasing clinical signs of 
endocrine hyperfunction; ‘‘ such patients are plethoric, 
hirsute, obese yet muscular, with irregular menstruation 
and, in later years, benign hypertension” urinary 
ketosteroid excretion is increased, but the condition is 
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cases is seldom justified. 
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not progressive or fatal and adrenalectomy in these 


The diagnosis of Cushing’s syndrome rests on clinical 
changes, evidence of protein catabolism, osteoporosis, 
and changes in glucose tolerance and serum electrolyte 
levels, hypokalaemia being frequent but not always 
present. The presence of an adrenal tumour should be 
looked for, and the authors rely on plain x-ray examina- 
tion and tomography, with intravenous pyelography 
to locate the kidney; they do not favour presacral 
insufflation of air. Operation should be undertaken 
only on patients in whom the disease is progressive. In 
those under 25 years of age they consider that total 
adrenalectomy is required, but in patients over 45 years 
20 to 25% of adrenal tissue can be left; they prefer a 
one-stage to a two-stage operation. The importance of 
proper steroid medication before and after operation is 
stressed; cortisone, 150 mg. daily, is given for the 2 
days before operation, 300 mg. on the day of operation 
and on the 2 succeeding days, 200 mg. on the 4th and 
5th days, 150 mg. on the 6th, 100 mg. on the 7th, and 
then 25 to 50 mg. daily according to maintenance needs. 
On the 2 preoperative days and for some days after 
operation the cortisone is given intramuscularly to avoid 
the risk of gastro-intestinal upset. With such a regi- 
men no postoperative adrenal insufficiency should arise, 
and in their view there is no need to add deoxycortone 
acetate. After operation intravenous infusion of 4% 
glucose and N/S5 saline is maintained in case acute 
adrenal failure does develop, in which event this can be 
treated at once by intravenous administration of hydro- 
cortisone hemisuccinate, 50 mg. initially followed by 
10 mg. each hour. Oral administration of water should 
be avoided immediately after operation and the fluid 
intake should not exceed the urinary volume plus 1-5 to 
2 litres to allow for insensible loss; not more than 140 
mEg. of sodium should be given daily. In the later 
phases of convalescence, however, the patient requires a 
high salt intake to balance the cortisone therapy. The 
paper deals briefly with other complications and reports 
some observations on postoperative metabolic changes. 

M. C. G. Israéls 


DIABETES MELLITUS 


116. Hypoglycaemic Sul and Diabetic 
Retinopathy. (Sulfamidés hypoglycémiants et rétino- 
pathie diabétique) 

J. F. Cuenpet, J. R. Horsretrer, C. RAMEL, and S. 
NAHMAN. Ophthalmologica [Ophthalmologica (Basel)] 
135, 530-532, May-June, 1958. 11 refs. 


It is known that there is no parallelism between the 
severity of diabetic retinopathy and the degree of con- 
trol of the diabetes. Insulin in general has no influence 
on retinopathy; indeed certain authors maintain that 
insulin, by stimulating production of anterior pituitary 
and adrenal hormones, produces an increase in fragility 
of the vessel walls. The introduction of non-hormonal 
methods of treatment of diabetes with carbutamide and 
tolbutamide therefore gives rise to some hope of better 
control of retinopathy. Observations are reported in 
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this paper from the University of Lausanne on 46 patients, 
all of whom had been under treatment with carbutamide 
or tolbutamide for over a year, no additional insulin 
being given. It was concluded that the evolution of 
diabetic retinopathy was not more favourably influenced 
during treatment with the sulphonamides than with 
insulin. In fact deterioration was observed in 11 of the 
46 cases and retinopathy appeared in 4 during the course 
of treatment. A. A. Douglas 


117. Insulin-producing Capacity of the Pancreas of 
Children with Diabetes Mellitus 

R. Kier, J. Marks, and I. A. Mirsky. Pediatrics 
[Pediatrics] 22, 289-296, Aug., 1958. 4 figs., 5 refs. 


To determine the interval between the onset of clinical 
signs of diabetes in children and exhaustion of insulin- 
producing pancreatic tissue, tolbutamide and indole-3- 
acetic acid, which produce hypoglycaemia only in the 
presence of insulin, were given to four groups of children 
who had had diabetes respectively for up to 3 months, 6 
to 23 months, 24 to 48 months, and over 48 months, the 
response being compared with that of non-diabetic con- 
trols and of diabetic controls given sodium bicarbonate. 
The dosage of tolbutamide was 50 mg. per kg. body 
weight and that of indole-3-acetic acid was 2-0 g. per 
square metre of body surface. The blood sugar level 
was determined hourly for 5 hours. 

In the children who had had diabetes for 3 months or 
less both drugs produced a statistically significant de- 
crease in the blood sugar level compared with the group 
given sodium bicarbonate; when diabetes had been 
present 6 to 24 months only indole-3-acetic acid caused 
a significant fall in the blood sugar level; and when it 
had been present more than 48 months no significant 
hypoglycaemic effect occurred with either drug. In the 
non-diabetic children there was a significant decrease in 
the blood sugar concentration with tolbutamide, but not 
with indole-3-acetic acid. When the tests were repeated 
after some months there was in general a progressive 
decrease in the hypoglycaemic response. No correlation 
was found between the hypoglycaemic response and 
age at diagnosis, dosage of insulin required, or blood 
sugar level. 

The authors conclude that early in the course of 
juvenile diabetes the pancreas is capable of secreting 
insulin, but that this capacity decreases progressively. 
They suggest that prolonged pancreatic stimulation by 
the increased insulin requirements necessary during 
growth may result in exhaustion and degeneration of the 
islets of Langerhans. Gerald Sandler 


118. The Action of Glucagon-Insulin Mixtures in 
Diabetic Patients 

H. Evrick, Y. ARAI, and C.J. HLap. Journal of Clinical 
Endocrinology and Metabolism [J. clin. Endocr.] 18, 825- 
833, Aug., 1958. 3 figs., 11 refs. 


Studies on the action of glucagon-insulin mixtures in 
30 unselected hospitalized diabetic patients are preserited. 
The findings indicate that glucagon and insulin com- 
bined increase glucose uptake in the forearm signifi- 
cantly more than does insulin alone. This effect appears 
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to be independent of the severity of the diabetes but is 
more pronounced when the fasting arterial glucose con- 
centration is greater than 120 mg. per 100 ml. Analysis 
of the response of arterial glucose levels to the glucagon— 
insulin mixtures revealed that fasting blood glucose levels 
and the ratio of glucagon to insulin in the mixture are 
important factors in this response. Arterial glucose 


levels were consistently stabilized when the fasting level 


was greater than 170 mg. per 100 ml. and the ratio of 
glucagon to insulin in the mixture was 0:26 to 0-90. 
Possible applications of these findings to the treatment 
of diabetic patients are suggested.—[Authors’ abstract.] 


119. The Effect of Insulin-binding Antibodies on Insulin 
Sensitivity 

N. KALANT, C. GOMBERG, and R. ScHUCHER. Lancet 
[Lancet] 2, 614-617, Sept. 20, 1958. 4 figs., 10 refs. 


It has been previously established by Berson and others 
that diabetic patients treated with insulin later show a 
binding of the insulin to the serum globulin fractions and 
delay in its disappearance from the circulation. In this 
study, reported from McGill University, Montreal, the 
postulate is examined that such changes in insulin meta- 
bolism may explain apparent insulin unresponsiveness. 
Statistical examination of response to insulin by a 
method based on the measurement of the half-life of 
circulating glucose after an intravenous glucose infusion 
showed that the mean response in 14 diabetic patients 
previously treated with insulin for 6 months or longer was 
significantly lower than the mean for 11 diabetic patients 
who had not previously received insulin. There was, 
however, no correlation in the former group of patients 
between the response to insulin and the degree of 
globulin binding or retention of the hormone in the 
circulation. 

In animal experiments haemagglutinating antibodies 
to insulin were produced in healthy rabbits by repeated 
insulin injection. It was shown that this process led to 
increased binding of insulin with the serum f-globulin 
fraction and delay in its removal from the circulation, 
but not to any decrease in the hypoglycaemic response to 
insulin. Thus decreased insulin responsiveness does not 
appear to be related to the formation of insulin-binding 
antibodies or haemagglutinating antibodies. 

F. W. Chattaway 


120. Necrobiosis Lipoidica Diabeticorum. A Bio- 
chemical, Histochemical, and Electrophoretic Study 

M. F. ENGeL and W. J. Hammack. A.M.A. Archives 
of Dermatology [A.M.A. Arch. Derm.] 78, 73-81, July, 
1958. 8 figs., 34 refs. 


This paper from the University Medical Center, 
Birmingham, Alabama, reports a further study of the 
relationship between necrobiosis lipoidica diabeticorum 
and diabetes mellitus and suggests possible reasons why 
the lesions occur chiefly in the anterior tibial region and 
more often in females. 

From a study of the serum of control subjects and of 
8 patients (1 male, 7 female) in the non-fasting state, 
including the determination of the serum total protein- 
bound hexose, cholesterol, and total lipid concentration, 


fractionation of the serum proteins by paper electro- 
phoresis, and determination of serum viscosity at various 
temperatures, the following were the main features which 
emerged. 

(1) Although the serum total lipid level was raised in 
2 patients, the distribution of lipid fractions and serum 
cholesterol in these cases was normal and no abnormali- 
ties of lipid metabolism were present in the remainder. 
(2) The viscosity in both pooled normal sera and the 
patients’ sera increased with decreasing temperature; 
however, the percentage increase in viscosity of the 
patients’ sera was significantly greater than normal in 
the temperature range 32° to 30° C., that is, the range of 
the mean skin temperature in the lower extremities. 
(3) In 4 of the patients the level of the a)- and «2-globulin 
fractions was raised, and these patients also had markedly 
elevated serum total protein-bound hexose levels. 
(4) Only one patient had a diabetic glucose tolerance 
curve, but in 2 others there was an elevation of the 2-hour 
glucose value. (5) The histological picture in all 8 
patients was typical in that it showed varying degrees of 
abnormality in the blood vessels, varying from slight 
intimal proliferation to total occlusion. Examination 
of the obstructing material from the lumina showed that 
it stained blue with Masson trichrome stain and gave a 
positive periodic-acid—Schiff (P.A.S.) reaction after dia- 
stase digestion to remove the glycogen, suggesting that 
the material was composed principally of a complex 
carbohydrate. 

In commenting on their findings the authors discuss 
other reports in the literature and point out that in dia- 
betes mellitus with vascular complications there is an 
elevation of the serum total protein-bound hexose level 
affecting mainly the a2-globulin fraction, and that this 
level is independent of the blood level of glucose. They 
postulate, therefore, that in necrobiosis lipoidica dia- 
beticorum there is an increase in the serum protein- 
bound carbohydrate fraction which produces constric- 
tion of arterioles, dilatation of venules, and slowing of 
the blood flow with deposition of a P.A.S.-positive hya- 
line material with resultant vascular occlusion. They 
suggest that the lesions occur in the lower legs because 
the lower skin temperature there tends to cause a further 
increase in viscosity of the serum, and more often in 
women because of the greater exposure of the legs. 
They consider that this hypothesis for the formation of 
the lesions of necrobiosis might also account for the pro- 
duction of the abnormalities in the blood vessels in 
diabetes mellitus. 

{This paper emphasizes again that the vascular 
changes in necrobiosis lipoidica diabeticorum may occur 
independently of diabetes mellitus and are not related 
to hyperglycaemia or to hypoinsulinism. Since only 
one of the authors’ patients was diabetic, the adjective 
“* diabeticorum ” might better have been omitted from the 
title.] Benjamin Schwartz 


121. Clinical Studies on Adrenocortical Function in 
Diabetes Mellitus. [Monograph, in English] 

T. JAKOBSON. Acta endocrinologica [Acta endocr. (Kbh. )] 
29, Suppl. 41, 1-83, 1958. 14 figs., bibliography. 
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122. Pleuritis in Systemic Lupus Erythematosus: Its 
Importance as an Early Manifestation in Diagnosis 

W. A. WinsLow, L. N. Poss, and B. LortMan. Annals 
of Internal Medicine {Ann. intern. Med.] 49, 70-88, July, 
1958. 2 figs., 45 refs. 


The authors describe the cases of 2 female patients 
presenting with a pleural effusion, both of whom gave a 
negative tuberculin reaction and a positive L.E.-cell 
reaction. These cases stimulated the authors to review 
the clinical notes and radiographs of all cases of systemic 
lupus erythematosus in the records of the Montefiore and 
New York Hospitals, New York, since 1945. They 
were able to demonstrate that pleurisy was often an early 
feature of the disease in this series, whereas an extensive 
review of the literature suggested that it is usually regarded 
as a late manifestation. 

The diagnosis of systemic lupus erythematosus was con- 
firmed at necropsy in 23 of the 77 cases reviewed, and 
was based on clinical and laboratory findings in the 
remainder. Radiographs of the chest were available in 
57 cases, and in 34 of these showed evidence of pleurisy, 
with or without effusion, while in 7 others there was a 
history of pleuritic pain without x-ray evidence; only 
in 8 of these cases were there complicating diseases likely 
to cause pleurisy. Pleurisy was the first manifestation 
of the disease in 3 of the uncomplicated cases in this 
group and was an “ early ”’ feature (that is, was preceded 


by only one other major manifestation) in 16 others. 
The presence of radiographic or clinical evidence of 
pleurisy was also recorded in the notes of 10 of the 20 
cases in which radiographs were not available for review, 
complicating disease being present in one of the 10. 
There were thus 42 cases of pleurisy without complicating 


disease in the whole series. It is pointed out that this 
incidence is higher than that recorded in most published 
series. 

In 32 of the uncomplicated cases the pleurisy occurred 
before the diagnosis of lupus erythematosus had been 
made, arthritis or arthralgia being the most common 
preceding manifestation in these cases. Although coinci- 
dental pericarditis or pneumonitis occurred in a few cases, 
21 of these 32 patients had at least one episode of pleurisy 
without detectable pneumonitis. The pleurisy was 
bilateral (simultaneous or alternating) in 23 of the 42 
uncomplicated cases. In 13 of the 19 remaining cases 
the pleurisy was left-sided. The pleurisy showed a 
marked tendency to resolve, and of the 34 uncomplicated 
cases which were adequately followed up radiologically, 
complete clearing was seen after one or more episodes in 
14, while minimal pleural residua persisted in 8. The 
average survival after the first pleuritic episode was 39-9 
months, though one patient survived 17 years; 23 patients 
were alive at the time of the report, one of them 20 years 
after the onset of pleurisy. 

The authors discuss the difficulty of making a clinical 
diagnosis of systemic lupus erythematosus and outline 
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their criteria. They emphasize that this diagnosis 
should be considered in all cases in which there is 
unexplained pleurisy. M. Wilkinson 
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123. A New Method for the Demonstration of the 
** Agglutinating Factor’? in Rheumatoid Arthritis. 
(Nouvelle méthode de recherche du “ facteur aggluti- 
nant ” de la polyarthrite chronique évolutive) 

C. DULONG DE Rosnay, P. pu PAsquierR, and G. Mou- 
STARDIER. Annales de I’Institut Pasteur [Ann. Inst. 
Pasteur] 95, 23-29, July, 1958. 1 fig., 10 refs. 


The latex fixation test described by Singer and Plotz 
(Amer. J. Med., 1956, 21, 888; Abstr. Wid Med., 1957, 
22, 50) detects a specific agglutinating factor present in 
the blood of patients with rheumatoid arthritis by means 
of its ability to agglutinate particles of polyvinyl toluene 
latex coated with human y globulin. The authors, 
working in the Faculty of Medicine, Bordeaux, have 
modified this test by mixing the reagents on a slide 
instead of incubating them in a tube, and by using a 
latex of higher mean particle diameter (1-17 4) and in 
increased concentration (0-1°%%). Agglutination by a 
serum dilution of 1 in 80 was taken as a positive and 
by a dilution of 1 in 40 as a borderline result. Of 118 
normal sera, the result of the test was negative in 
117 and borderline in one, whereas of 64 rheumatoid 
arthritic sera, 57 gave a positive and one a borderline 
result, while of 36 sera from patients with various 
other diseases, all gave a negative result except one 
from a case of multiple myelomatosis and another from 
a patient with hypergammaglobulinaemia. The result 
of the Waaler—Rose test in the same 64 cases of rheuma- 
toid arthritis was positive in 51 cases, doubtful in 4, and 
negative in 9. The authors state that the modified 
test is more reliable and takes less time to perform. 

Allan St. J. Dixon 


124. Genetic Studies on Rheumatoid Arthritis 

J. S. LAwreENcE and J. BALL. Annals of the Rheumatic 
Diseases [Ann. rheum. Dis.] 17, 160-168, June, 1958. 
13 refs. 


In this paper from the Empire Rheumatism Council 
Field Unit and Rheumatism Centre, University of Man- 
chester, a study is reported of the frequency with which 
evidence of rheumatoid arthritis was found in 183 rela- 


_tives (parents, siblings, and children) of 64 patients aged 


55 to 64 with clinically or serologically diagnosed disease, 
the findings being compared with those in a group of 
control subjects matched for age and sex. The propositi 
were found in a survey of a random sample -of the 
population of a Lancashire town. Clinical and radio- 
logical examinations were carried out, and the sheep- 
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the patient was again given prednisolone. A positive 


cell agglutination test was performed on all. Of the 
64 propositi (21 males and 43 females), 29 gave a 
negative response to the sheep-cell agglutination test and 
35a Positive response, the latter group including 21 with 
no clinical signs of arthritis. 

Clinical, radiological, and serological evidence of 
rheumatoid arthritis was four times more frequent in the 


families of patients with the disease than in the controls. 


Analysis showed an even greater proneness to arthritis 
(in 16°%) among relatives of propositi with both clinical 
arthritis and serological evidence of the disease. In con- 
trast, arthritis was not found among relatives of propositi 
with moderate to severe arthritis who gave a negative 
reaction to the sheep-cell agglutination test. Generally, 
a positive response to this test was obtained three times 
more frequently in the rheumatoid families than in the 
controls. The incidence of evidence of the disease was 
particularly high (about 1 in 4) among relatives of pro- 
positi giving positive reactions, with or without clinical 
arthritis. 

A positive reaction to the sheep-cell test may thus be 
a good indicator of an inherited tendency to rheumatoid 
arthritis, although its value in this sense is limited because 
it does not develop until adult life or until after the 
occurrence of clinical arthritis. J. A. Cosh 


125. Triamcinolone in Treatment of Rheumatoid Arth- 
ritis 

E. F. Hartunc. Journal of the American Medical 
Association [J. Amer. med. Ass. 167, 973-976, June 21, 
1958. 9 refs. 


Triamcinolone, a new cortisone analogue, was tried 
in the treatment of 67 patients with rheumatoid arthritis, 
23 of whom were given the drug for over 6 months. 
The suppressive effect on the arthritis of an average 
dose of 10 mg. a day was satisfactory, but was slower 
than that of prednisone or prednisolone. In the author’s 
view some side-effects of treatment, such as hypertension, 
symptoms of peptic ulceration, euphoria, and oedema, 
were less severe with triamcinolone than with other 
steroids, but weight loss, night cramps, and masculinizing 
effects were more marked. Oswald Savage 


126. Triamcinolone 
F. D. Hart, J. R GoLpina, and D. Burey. Lancet 
[Lancet] 2, 495-498, Sept. 6, 1958. 2 figs., 9 refs. 


Triamcinolone (16-a-hydroxy:41:9-c-fluorohydrocor- 
tisone) is claimed to have less sodium-retaining action, 
to cause fewer side-effects (particularly peptic ulceration), 
and to have no less potent antirheumatic effect than 
prednisone and prednisolone when administered in 
four-fifths of their dose. The authors therefore carried 
out a short-term trial at the Westminster Hospital, 
London, to assess the last two of these claims, 24 patients 
with rheumatoid arthritis and one with psoriatic arthro- 
pathy being given 5-mg. tablets of prednisolone until 
improvement was maintained at a constant level, and 
treatment then changed to the same number of 4-mg. 
tablets of triamcinolone, that is, the dosage was reduced 
to four-fifths; after a period ranging from 5 to 70 days 
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result was recorded only when improvement occurred 
on changing to triamcinolone and deterioration on 
changing from it. 

None of the patients showed any’ significant change 
in erythrocyte sedimentation rate or finger tenderness, 
but 5 reported significant subjective improvement while 
taking triamcinolone. Of the 7 patients with gastro- 
duodenal symptoms, 3 were improved, one was un- 
changed, and 3 were worse after changing to triamcino- 
lone; in 2 patients large abdominal striae appeared while 
taking triamcinolone. Improvement of the skin con- 
dition occurred in the one psoriatic patient. In 3 
patients with systemic lupus erythematosus and 2 with 
ulcerative colitis little change was produced by sub- 
stituting triamcinolone for prednisolone. 

The authors conclude from this admittedly short trial 
that triamcinolone is an effective steroid, but has few 
advantages over prednisolone apart from its lack of salt- 
and water-retaining action. Mild side-effects may be 
commoner, but the. incidence of serious side-effects can 
be determined only by more extensive trials (although 
some were seen in this series). A slight preference is 
expressed for triamcinolone. B. E. W. Mace 


127. Prednisone in Rheumatoid Arthritis: Metabolic 
and Clinical Effects 

L. E. Warp, H. F. Pottey, M. H. Power, H. L. Mason, 
C. H. Stocums, and P. S. HeNcH. Annals of the Rheu- 
matic Diseases [Ann. rheum. Dis.] 17, 145-159, June, 


1958. 13 figs., 28 refs. 


The metabolic effects of prednisone in rheumatoid 
arthritis were studied in 3 patients at the Mayo Clinic 
who were given short courses of the drug in a dosage of 
20 or 30 mg. daily. In 2 of the cases, after a short 
interval during which no steroids were administered, 
cortisone or hydrocortisone was given in a dosage four 
times that of prednisone and the results were compared. 
In the third case treatment was stopped because the 
patient developed diverticulitis on the 20th day of pred- 
nisone treatment. 

The antirheumatic effect of prednisone was found to 
be about four times greater, weight for weight, than that 
of cortisone or hydrocortisone. There was rapid relief 
of symptoms during administration of prednisone, with 
a fall in the erythrocyte sedimentation rate and a rise in 
the haematocrit value; there was, however, an equally 


rapid relapse when treatment ceased. Prednisone 


caused an initial increase in sodium and chloride excre- 
tion, the increase differing from patient to patient, but 
potassium balance was unaffected. The authors point 
out, however, that salt retention and potassium loss may 
occur with longer courses of treatment. There was a 
slight loss of nitrogen with prednisone, accompanied by 
a reduction in the negative calcium balance. The blood 
fat level tended to increase, while the urinary excretion 
of 17-ketosteroids fell. Glucose tolerance was dimin- 
ished in only one of the patients. 

Prednisone has the advantage that, given for short 
periods, it does not cause salt and water retention to the 
same extent as cortisone or hydrocortisone; ultimately, 
however, the side-effects of the three steroids are the 
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same. 


It is suggested that the upper limits of a safe 
maintenance dosage of prednisone are: for women 6 
mg. daily before the menopause and 8 mg. daily after 
it, and for men 10'mg. daily. J. A. Cosh 


128. Intra-articular Therapy in Rheumatoid Arthritis. 
Comparison of Hydrocortisone Tertiary Butyl Acetate and 
Hydrocortisone Acetate 

G. N. CHANDLER, V. WriGut, and S. J. HARTFALL. 
Lancet [Lancet] 2, 659-661, Sept. 27, 1958. 1 fig., 
5 refs. 


In the treatment of 24 patients with rheumatoid 
arthritis principally involving the knee-joints (37 joints) 
at the General Infirmary at Leeds the authors have com- 
pared the results of intra-articular injections of hydro- 
cortisone acetate and hydrocortisone tertiary butyl ace- 
tate (T.B.A.); the latter is a less soluble preparation 
which was introduced for intra-articular therapy in the 
hope of obtaining a more prolonged action. By the 
use of a double-blind, cross-over technique neither the 
patient nor the assessor knew which drug was being 
tried; all patients received both drugs and a placebo 
(the suspending vehicle) at different times so that each 
patient served as his own control. The dosage of both 
drugs was 25 mg. in 1 ml. of vehicle, the placebo being 
1 ml. of the vehicle. The injections were given in 3 
courses of 4 fortnightly injections with 8 weeks’ rest 
between courses. 

The results were assessed every 2 weeks by the same 
observer throughout the trial, the final assessment being 
made by comparing the effects on pain, tenderness, walk- 
ing time, range of movement, limitation of extension, 
erythrocyte sedimentation rate, and a subjective assess- 
ment. Both drugs produced significantly better results 
than the placebo. Although improvement appeared 
generally greater and more sustained with hydrocortisone 
T.B.A. than with hydrocortisone acetate, the difference 
was not statistically significant. William Hughes 


129. 
sone 
G. N. CHANDLER and V. Wricut. Lancet [Lancet] 2, 
661-663, Sept. 27, 1958. 3 figs., 3 refs. 


After the trial previously described [see Abstract 128] 
the authors were disturbed to find that, despite the 
generally good clinical response, in many of the patients 
treated by intra-articular injections of steroids radio- 
logical deterioration of the knee-joint had occurred. 
Thus in 18 subjects who completed the trial radiographs 
taken of the knees before and after treatment revealed 
that 13 out of 25 affected joints showed deterioration, 
in 2 cases severe. The x-ray findings were graded as to 
degree of osteoporosis, loss of joint space, and erosions 
before and after treatment. 

The data were analysed to ascertain if any correlation 
existed between radiological deterioration and clinical 
response. At the sixth week it was noted that the 
improvement in walking time after the injections was 
greater in those with radiological deterioration, the 
difference being statistically significant; this was the 
only significant difference noted. The authors regard 
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the improvement in walking time as the attainment of a 
performance which is really beyond the capacity of the 
joint. They have observed elsewhere the development 
of a virtual Charcot’s arthropathy in a patient with 
rheumatoid arthritis who was treated for over 18 months 
by intra-articular hydrocortisone. They suggest that the 
intra-articularly injected steroid interferes with a locally 
protective mechanism and thus allows a greater range 
of movement, but in turn causes the radiological 
deterioration observed. William Hughes 


130. Rheumatoid Spondylitis: | Manifestations and 
Management 


A. M. Lerxovits and J. R. THomas. Annals of Internal 
Medicine [Ann. intern. Med.] 49, 89-101, July, 1958. 
2 figs., 14 refs. 


This paper reviews the clinical and radiographic fea- 
tures and the results of treatment obtained in 267 cases 
of “‘ rheumatoid spondylitis”? in male patients at the 
Veterans Administration Hospital, Memphis, Tennessee. 
The age of onset varied from 17 to 54 years, but in more 
than half the patients the disease began during the third 
decade. Of 201 patients in whose notes the appropriate 
information was recorded, 25 (12:4%) gave a history of 
arthritis in some other member of the family. Subjective 
signs of peripheral arthritis were present in 166 (62°89) 
of 264 patients and objective signs of peripheral joint 
involvement in 113 (42-49%) of 266 patients. The onset 
of the disease was usually insidious, with recurrent bouts 
of low backache. In 23-5% of all cases the patient 
described pain of sciatic distribution with or without 
paraesthesiae. Most characteristic were pain and stiff- 
ness occurring during the night or early morning, with 
relief after a period of activity. 

In those patients with early disease and no obvious 
physical signs the authors used a variety of orthopaedic 
manceuvres (including Laségue’s test) to demonstrate 
minimal degrees of limitation of movement in the spine 
or hip-joints. With more advanced disease flattening of 
the lumbar spine, dorsal kyphosis, reduced chest expan- 
sion, tenderness over the sacro-iliac joints, and spinal 
rigidity were noticed. In 139 cases (55-5°%) some degree 
of anaemia was present and in 57 (21-89%) the leucocyte 
count was over 10,000 per c.mm. The erythrocyte 
sedimentation rate was increased in 209 patients (81-99%), 
the highest value being 54 mm. in one hour [method not 
stated], and C-reactive protein was present in the blood 
of 23 of the 26 patients tested. Hyperglobulinaemia 
was found in 9 out of 34 patients examined. All patients 
had radiological evidence of sacro-iliac joint involvement; 
the authors emphasize the difficulty of recognizing and 
interpreting early changes. Calcification of spinal liga- 
ments was seen in 89 cases (33-3°%) and spinal osteoporo- 
sis in 64 (23-9%). The full triad of Reiter’s syndrome 
was present in only 3 cases (the arthritis affecting both 
spinal and peripheral joints), though 13 patients (4-5°%) 
had associated iritis. Psoriasis was present in 5 patients 


and 36 had congenital abnormalities of the vertebral 


column. 
Therapeutic measures used included postural treat- 
ment, weight correction, breathing exercises, local appli- 
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cation of dry or moist heat, and radiotherapy (600 to 
750 r. to as many as 5 areas, with smaller doses for second 
and third courses). A few patients received short courses 
of hydrocortisone (50 to 100 mg. daily) or phenylbutazone 
(400 to 600 mg. daily). Aspiration, sometimes with 
hydrocortisone replacement (50 to 100 mg.), was carried 
out in cases of synovial effusion. Patients with osteo- 
porosis received appropriate hormonal therapy, and many 
were fitted with spinal supports. 

The results of treatment are analysed and discussed 
briefly [but it is not made clear how soon after treatment 
the assessments were made.] The difficulty of evaluating 
progress is mentioned, the authors relying generally on 
subjective estimates in classifying the degree of improve- 
ment as excellent, good, or fair according to defined 
criteria. A good or excellent response was obtained in 
70 (73-7°%) of 95 patients whose treatment did not include 
radiotherapy, and in 125 (75-:7%) of 165 who did receive 
radiotherapy. 

The authors point out, however, that no valid con- 
clusions can be drawn from the comparison of the results 
in these two groups of patients, since most of them 
received various types of treatment of which irradiation 
was only one. M. Wilkinson 
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131. Prevention of Rheumatic Fever Recurrences 
E. G. L. Bywaters and G. T. THomas. British Medical 
Journal (Brit. med. J.]2, 350-352, Aug. 9, 1958. 14 refs. 


During the years 1949 and 1950 at the Canadian Red 
Cross Memorial Hospital, Taplow, Bucks, 96 patients 
were diagnosed as having rheumatic fever, the criteria 
for diagnosis formulated by Duckett Jones, as modified 
by the American Heart Association, being fulfilled in all 
cases. Four died in hospital and the remainder, who 
received no prophylactic chemotherapy, were followed 
up (with the exception of one who died and 6 who 
defaulted) for 5 years. During 1951 and 1952 88 cases 
of rheumatic fever were diagnosed according to the same 
criteria, but (apart from 2 who died) during their stay in 
hospital and subsequently these patients received 1 g. 
daily of “sulphatriad” (a mixture of equal parts of 
sulphathiazole, sulphadiazine, and sulphamerazine); of 
the 86 survivors, 79 were followed up for 4 years and 71 
for 5 years. Of the earlier group, 18 suffered 24 episodes 
of fresh rheumatic activity during the follow-up period 
(14 one attack, 2 two attacks, and 1 three attacks of 
theumatic fever and 1 three attacks of chorea); in 9 of 
these “recurrent” cases the patient was subsequently 
given prophylactic treatment and had no further attacks. 
Of the 1951-2 group, 5 had a further attack of rheumatic 
fever. Thus the mean incidence of recurrences per 
patient per year was 5-6% in the “ unprotected” and 
12% in the “ protected” group. Toxic reactions to the 
drugs were few. Two patients complained of lassitude 
and were found to have a low leucocyte count, but 
recovered when penicillin was substituted for sulphona- 
mides, while one developed urticaria after 10 weeks’ 
treatment. 
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Since 1952 all patients with rheumatic fever or chorea 
have been given prophylactic treatment with sulphatriad 
or benzylpenicillin (200,000 units twice daily) in hospital 
and after discharge. Although information as to any 
difference in the recurrence rate between the patients 
receiving the two drugs is not yet available, the authors’ 
original favourable impression has been confirmed and 
toxic reactions have continued to be few and harmless, 
usually occurring within a few weeks of starting treat- 
ment and while the patient is still in hospital. The 
relative merits of the two forms of prophylaxis and the 
dosage and duration of administration are discussed 
briefly. C. Bruce Perry 


132. Serum Oxaloacetic Transaminase Activity in Acute 
Rheumatic Fever. Values in Cases With and Without 
Salicylate Therapy 

R. W. Massie and M. STAHLMAN. A.M.A. Journal of 
Diseases of Children [A.M.A. J. Dis. Child.] 95, 469-476, 
May, 1958. 7 figs., 8 refs. 


In a study at Vanderbilt University, Nashville, Ten- 
nessee, the authors determined the glutamic oxalacetic 
transaminase (G.O.T.) activity in the serum of 18 cases 
of rheumatic fever and endeavoured to correlate it with 
other indices of acute-phase activity and with medication. 
These 18 cases, 16 of them in children between 6 and 14 
years of age, were followed up for 3 to 15 months. 
G.O.T. activity was determined according to the method 
of Karmen, Wroblewski, and LaDue (J. clin. Invest., 
1955, 34, 126), values above 40 units being taken as 
abnormal. A series of 7 individual charts are given 
showing serial estimations of erythrocyte sedimentation 
rate, serum G.O.T., C-reactive protein, antistreptolysin-O 
titre, salicylate level, salicylate medication, and “ clinical 
activity ” (assessed independently of the above indices). 
Although there was a tendency for the serum G.O.T. 
level to be raised in the acute phase of rheumatic fever 
(13 out of 18 cases), as also occurs in other instances of 
tissue damage, the changes in level were inconstant. 
Rheumatic carditis was not always accompanied by a 
rise in the G.O.T. level, although raised values were 
seen only in patients with rheumatic carditis. There 
was a slight parallelism between other acute-phase in- 
dices in some patients, and in others there was a striking 
rise in the level coincident with the administration of 
salicylate. 

Control studies were devised to elucidate this last phe- 
nomenon, but no effect was found in studies in vitro 
using salicylate levels up to 40 mg. per 100 ml., nor 
were any changes found after large doses of salicylate 
in a normal subject or a patient with severe congestive 
failure and hepatomegaly. There was no change in 
patients with a raised serum G.O.T. level due to liver 
disease given salicylate treatment for 7 days, nor in a 
patient recovering from acute salicylate intoxication. 
Various hypotheses were examined to account for these 
rises in serum G.O.T. level during salicylate therapy, but 
none of them seemed to the authors entirely satisfactory. 
A single determination of G.O.T. activity was of little 
value in diagnosis or in following the course of the 
disease. E. G. L. Bywaters 
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Neurology and Neurosurgery 


133. A Study of Cholinesterase and Ali-esterase in 
Various Neurologic Diseases 

J. BERNSOHN, B. BosHes, and L. Posstey. Neurology 
[Neurology (Minneap.)] 8, 221-226, March, 1958. 1 fig., 
22 refs. 


This report of the activity of true and pseudocholin- 
esterase and ali-esterase in the cerebrospinal fluid (C.S.F.) 
is the first of a proposed series of investigations into the 
activity of various enzyme systems in the C.S.F. to be 
carried out at the Veterans Administration Hospital, 
Hines, Illinois, and the North-Western University Medi- 
cal School, Chicago, in an attempt to evaluate the signifi- 
cance of such activity and its relation, if any, to different 
neurological disorders. Esterase activity was measured 
manometrically in the conventional Warburg apparatus. 
Cholinesterase was assayed by acetylcholine hydrolysis, 
with and without ‘“ mytelase” (N’:N’-bis-(2-diethyl- 
aminoethyl) oxamide bis-2-chlorobenzyl chloride), which 
specifically inhibits true cholinesterase. Ali-esterase was 
estimated by phenylacetate hydrolysis in the presence of 
added calcium ion as co-factor. It is pointed out that 
the study was a comparative one between various neuro- 
logical disorders in 159 patients, no samples of C.S.F. 
from normal control subjects being examined. 

There were wide individual differences in the values 
obtained for all three enzymes and these could not be 
related to activity or severity of the disease. Only ali- 
esterase activity was related to the C.S.F. protein con- 
centration. A notable finding was that activity of this 
enzyme in patients with the Guillain-Barré syndrome 
was about 10 times that in other conditions. The 
activity of true cholinesterase was on the average two or 
three times higher than that of pseudocholinesterase 
except in myasthenia gravis (7 cases), where an increase 
in true cholinesterase brought the ratio to nearly 4:1, and 
in the Guillain-Barré syndrome (4 cases), where the 
activity of pseudocholinesterase was increased and 
exceeded that of true cholinesterase. Ali-esterase activity 
was higher than cholinesterase activity in all disorders, 
and was higher in idiopathic than in organic epilepsy. 

The activity of true cholinesterase in the C.S.F. might 

be expected to increase in diseases causing destruction of 
neurones, since this enzyme is localized to the central and 
peripheral nerve cells. Although it was high in one case 
of cortical atrophy and one of porphyrinuria, no increase 
was found in 2 cases of general paresis. The heightened 
activity of the enzyme in myasthenia gravis is of obvious 
aetiological importance, especially since studies on blood 
and other tissues have not demonstrated any abnormal 
activity of true cholinesterase. Pseudocholinesterase 
may be concerned in the maintenance of the integrity of 
myelin, but its activity in the C.S.F. of patients with 
disseminated sclerosis did not differ from that in non- 
demyelinating disorders, nor was ali-esterase activity 
(which has been associated with myelin degradation) 
remarkable in this condition. Celia Oakley 


134. The Syndrome of Acute Central Cervical Spinal 
Cord Injury 

R. C. ScuHnewer, J. M. THompson, and J. BEBIN, 
Journal of Neurology, Neurosurgery and Psychiatry {J. 
Neurol. Neurosurg. Psychiat.| 21, 216-227, Aug., 1958, 
5 figs., 19 refs. +e 


The syndrome of acute central cervical spinal-cord 
injury has been reported in 15 patients with severe cervical 
compression fractures or cervical fracture-dislocation, 
The present authors describe 12 additional cases of this 
syndrome, in 6 of which it occurred with hypertrophic 
cervical arthritis following a hyperextension injury to 
the cervical spine without a compression fracture or 
fracture-dislocation. In 5 cases the syndrome probably 
resulted from an acute flexion injury to the cervical spine 
and spinal cord, and in these patients compression frac 
ture or fracture-dislocation of the cervical spine was 
present. In the remaining case with a cervical com- 
pression fracture the cause of the spinal-cord injury, 
whether due to hyperextension or flexion of the cervical 
spine, could not be determined. 

The accepted indication for immediate operation on 
patients with acute central cervical spinal-cord injury 
is complete block (as shown by the jugular-vein com- 
pression test), an increase in neurological signs, or for 
debridement of a compound fracture. In only one of 
the 12 cases was early surgical intervention required, 
The authors consider that in cases where this syndrome 
occurs in association with fracture-dislocation immediate 
operation is not required if a subarachnoid block is not 
present; such cases should be treated conservatively. 
Cervical skeletal traction should first be applied until 
spinal-cord oedema has subsided, and this should be 
followed, usually after some 4 weeks, by immobilization 
of the neck in a collar. A. G. Freeman 


135. Nuclear Changes in Oral Epithelial Cells in Sub 
acute Combined Degeneration of the Spinal Cord Due to 
Vitamin-B;> Deficiency 

S. T. Boren, J. A. MoLHuyseN, and J. STEENBERGEN. 
Lancet [Lancet] 2, 294-296, Aug. 9, 1958. 5 figs., 9 refs. 


A simple method is described of demonstrating vita- 
min-B;2 (cyanocobalamin) deficiency in cases of sub- 
acute combined degeneration of the cord when blood and 
bone-marrow changes are not specific. Cells from the 
oral epithelium are obtained by centrifuging mouth 
washings and are stained with May—Griinwald—Giemsa 
stain. In vitamin-B,2 deficiency the nuclei of the cells 
are polymorphic and larger than normal. In healthy 
subjects a maximum of 5°% of these cells have a diameter 
of 14-5 or more; in 7 out of 10 patients with pernicious 
anaemia an average of 26°%% of the cells had abnormal 
nuclei. The authors describe a case, that of a- woman 
aged 57, in which subacute combined degeneration of the 
spinal cord had been present for several months but the 
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blood and bone marrow were normal. Vitamin-B,2 
deficiency was diagnosed from the nuclear changes in 
the cells of the oral epithelium. There was improve- 
ment in the neurological condition and the oral epithelium 
returned to normal within one week of the start of 
treatment with vitamin-Bj>. There was no reticulo- 
cytosis in this case. G. S. Crockett 


136. Recurrent Polyneuropathies and Their Cortico- 
steroid Treatment. With Five-year Observations of a 
Placebo-controlled Case Treated with Corticotrophin, 
Cortisone, and Prednisone 

J.H. Austin. Brain [Brain] 81, 157-192, 1958. 13 figs., 
bibliography. 

The author describes, from the Neurological Institute 
o! New York and the University of Oregon Medical 
School, the remarkable case of a man who in the course of 
5 years suffered 20 bouts of symmetrical polyneuropathy, 
involving both motor and sensory elements, for which 
no definite aetiology could be found in spite of intensive 
investigation. At various stages of the illness he had 
been treated with corticotrophin (ACTH), cortisone, 
prednisone, and placebos. In each attack a consistent, 
reproducible, and predictable pattern of response’ was 
observed; thus when adequate doses of the hormones 
were given deterioration stopped after a time-lag of 5 to 
7 days and improvement then began. ‘The author con- 
siders that the disease process was suppressed by hor- 
mone administration, but was not cured. The mechanism 
of action of the hormones is discussed, and it is tentatively 
suggested that they may act by decreasing oedema in the 
affected areas. 

[This detailed account of a most carefully observed 
case contains many interesting observations and should 
be read in the original.] J. W. Aldren Turner 


137. Studies in Myasthenia Gravis. Review of Two 
Hundred and Ejighty-two Cases at the Mount Sinai 
Hospital, New York City 

K. E, OssERMAN, P. KORNFELD, E. COHEN, G. GENKINS, 
H. MENDELOW, H. GOLDBERG, H. WINDSLEY, and L. I. 
KAPLAN. A.M.A. Archives of Internal Medicine [A.M.A. 


Arch. intern, Med.] 102, 72-81, July, 1958. 2 figs., 
29 refs. 


A series of 282 cases of myasthenia gravis seen at the 
Mount Sinai Hospital, New York, [during an unspecified 
period] is reviewed and an analysis is made of symptoms, 
frequency of remissions and crises, mortality, clinical 
classification, and response to drugs. ‘The drugs used in 
treatment included neostigmine, pyridostigmine, and 
ambenonium (‘* mytelase”’). In the authors’ experience 
pyridostigmine is the drug of choice; the administration 
of neostigmine or pyridostigmine in the form of a pro- 
longed-action tablet is sometimes helpful. .The results 
of medical treatment were considered to be gratifying, 
with improvement in 64°% of cases. Indications for 
thymectomy are discussed briefly [but it is not clear 
Whether any of the patients under review underwent the 
Operation]. The mortality from myasthenia was 13°%. 

[The literary, style employed, together with some 
serious Omissions and errors in editing, make parts of 


this paper very difficult to understand. The list of 
references includes papers from Italy, France, Holland, 
Belgium, Denmark, and Norway, but none from Great 
Britain, ] Hugh Garland 


DIAGNOSTIC METHODS 


138. Sequential Alterations in the Electroencephalo- 
grams of Patients with Brain Tumors 

D. D. Daty and J. E. THomas. Electroencephalography 
and Clinical Neurophysiology {Electroenceph. clin. Neuro- 
physiol.] 10, 395-404, Aug., 1958. 4 figs., 8 refs. 


Working at the Mayo Clinic, the authors have studied 
100 electroencephalographic (EEG) records obtained at 
intervals from 38 patients with supratentorial intra- — 
cranial tumours; in all cases the histological nature and 
location of the tumour were verified by surgical explora- 
tion. At least 2 records were taken in every case, the 
total period of observation varying between 2 weeks 
and 74 years. Initially the EEG was normal in 17 cases, 
focal irregular slow activity was seen in 14, while in 7 
the record showed generalized rhythmical slow activity. 

Usually during the period of observation focal delta 
activity appeared or progressed, but in 2 cases focal 
abnormalities disappeared despite clinical progression of 
the tumour. Occasionally generalized rhythmical slow 
activity was the first to appear, but sometimes this was 
replaced by, or associated with, focal irregular delta 
activity. This focal slow activity was a reliable indica- 
tion of the site of the tumour. In some cases changes in 
the EEG occurred within the course of a few days, but 
in others, even when the tumour was a glioma, the pat- 
tern remained unchanged for a year or more. The 
authors found, however, that a progressive increase in 
focal slow activity was a reliable indication of tumour 
growth and was generally accompanied by clinical 
deterioration. , John N. Walton 


139. The Electroencephalogram in Brain Stem Vascular 
Disease. Some Observations Relating Electroencephalo- 
graphic Findings to Various Combinations of Infarction 
and Vascular Insufficiency 

J. S. Tucker. Electroencephalography and Clinical 
Neurophysiology (Electroenceph. clin. Neurophysiol.) 10, 
405-416, Aug., 1958. 7 figs., 21 ‘refs. 


The author reports, from the Medical College, Birming- 
ham, Alabama, the electroencephalographic (EEG) 
findings in 4 patients presenting with a clinical picture of 
brain-stem infarction or basilar arterial insufficiency. 
Detailed neuropathological studies were eventually poss- 
ible in 2 cases, in which the histological and EEG abnor- 
malities could be correlated. In those cases in which 
there was clinical and/or neuropathological evidence of 
involvement of the midbrain or diencephalon the EEG 
showed rhythmical slow activity or sharp waves, these 
being most prominent in the temporal regions and tending 
in some cases to shift from side to side; similar activity 
occasionally appeared paroxysmally in the frontal regions. 
Exacerbation of the clinical symptoms or signs was often 
accompanied by increased abnormality in the EEG. 
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The author points out that some previous workers have 
suggested that the EEG is unaltered in cases of brain- 
stem infarction, but this statement is clearly untrue and 
the present study shows that EEG studies may assist in 
predicting impending involvement of upper mid-brain 
structures in cases of pontine or medullary infarction, 
and may then determine the need for anticoagulant 
therapy. John N. Walton 


140. Re-evaluation of Sleep Electroencephalography 

D. SILVERMAN and A. MorisaAki. Electroencephalo- 
graphy and Clinical Neurophysiology [Electroenceph. clin. 
Neurophysiol.) 10, 425-431, Aug., 1958. 25 refs. 


At the Department of Neurology of the University of 
Pennsylvania, Philadelphia, the authors have reviewed 
4,000 electroencephalographic (EEG) recordings in an 
attempt to define the value of sleep as an activation pro- 
cedure. After excluding normal records, those in which 
no equivalent waking and sleep records were available 
for comparison, and others in which the clinical diagnosis 
was in doubt, 1,620 abnormal records remained in which 
a comparison between the tracings made in the waking 
state and when asleep could readily be made. 

After a detailed analysis the authors conclude that if 
there have been no epileptic manifestations, but a focal 
lesion is suspected, a sleep record will be of little addi- 
tional help if the waking record is normal. However, if 
the initial record shows a focal abnormality a further 
recording obtained during sleep may supply additional 
information concerning the extent and depth of the lesion, 
while if the first record is diffusely abnormal a focal 
abnormality is occasionally revealed during sleep. If 
on the other hand either central or focal epilepsy is sus- 
pected a sleep recording should always be made if the 
resting record is normal or diffusely abnormal, since in 
such a case focal epileptic discharges may appear during 


_ Sleep. However, if focal epileptic phenomena are 


revealed in the waking state little additional information 
can be hoped for from a sleep recording. 
John N. Walton 


CONGENITAL DISEASES 


141. Encephalotrigeminal Angiomatesis (Sturge-Weber 
Disease). Clinical Study of Thirty-five Cases 

A. F. PETERMAN, A. B. HAyLes, M. B. DockErTy, and 
J. G. Love. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.} 167, 2169-2176, Aug. 30, 1958. 
7 figs., 19 refs. 


After briefly reviewing the literature on the patho- 
logical features of encephalotrigeminal angiomatosis, the 
authors analyse the clinical findings in all cases seen at 
the Mayo Clinic since 1935. Altogether 40 cases were 
diagnosed up to the end of 1956, but 5 were excluded 
from the analysis because the clinical details were con- 
sidered to be inadequate. The ages of the patients (20 
male and 15 female) ranged from 4 months to 35 years, 
27 being under 15 years of age. 

Convulsions, which were the most common clinical 
manifestation, occurred before the age of 5 years in all 


but 4 out of 31 cases and before one year of age in 19, 
In 24 cases there were generalized seizures, although § 
of these showed focal features; in 7 cases there were focal 
seizures only. Angiomata of the skin were seen in 3 
cases, 13 being on the right side, 10 on the left, and7 
bilateral. In all but 7 cases naevi were confined to the 
areas served by the trigeminal nerve. In patients without 
skin naevi there was radiological evidence of angiomata 
within the skull. Cerebral calcification was seen radio- 
logically in 22 cases, the youngest patient with this 
abnormality being 4 months old. Bilateral calcification 
was present in 3 cases in which there were bilateral skin 
naevi. In 2 cases the radiological appearances of the 
skull were normal in infancy, but were abnormal several 
years later. Of the 11 patients whose skull radiographs 
were normal, 6 were under one year of age. 

Ocular involvement was noted in 13 cases—glaucoma 
in 10, angioma of the choroid in 2, and vascular dilatation 
of the iris in one. Some degree of mental impairment 
was present in 12 patients at the time they were first 
seen; at follow-up examination a further 7 patients were 
found to be mentally retarded. Hemiplegia or hemi- 
paresis was found in 9 cases initially and in a further 2 
subsequently. 

Of the 35 patients, 31 were traced, 25 of them being 
followed up for 5 years or longer. Only 17 were con- 
sidered to be well, although 15 of these continued to have 
convulsions which were partially controlled by drugs; 
in 7 of the latter group the seizures finally disappeared. 
There was slight mental retardation in 3 of the 17 patients, 
but this did not appear to interfere with school work. 
Of the remaining 14 patients, 4 died in infancy or early 
childhood and 10 were in poor health with uncontrolled 
seizures and mental and physical deterioration. 

The authors emphasize the importance of surgical 
excision as a therapeutic measure if there are signs of 
mental or physical deterioration. J. B. Cavanagh 
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142. The Relatienskip of Little’s Disease to Premature 
Birth 

J. A. CHURCHILL. A.M.A. Journal of Diseases of Child- 
ren [A.M.A. J. Dis. Child.] 96, 32-39, July, 1958. 5 figs., 
20 refs. 


In an attempt to relate the manifestations of Little’s 
disease to premature birth the author studied, at the 
Henry Ford Hospital, Detroit, a series of 530 patients 
aged 2 to 20 years whose birth weight was known and 
who were suffering from such disorders'as cerebral palsy, 
epilepsy, and mental deficiency. These patients were 
divided into 2 main groups: Group D (diplegia) con- 
sisted of 76 patients with a combination of bilateral 
Babinsky signs, hyperactivity of deep tendon reflexes, 
increased (or decreased) muscle tonus, reduced move- 
ment of the trunk and extremities, and a history of late 
onset of walking. The remaining 454 patients (Group 0 
(others)) had symptoms of epilepsy, mental deficiency, oF 
hemiplegia, but were without the syndrome manifest 
by Group D. Group D was subdivided into 2 classes, 
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() simple spastic, and (ii) complex diplegia, the latter 
subgroup including all with one or more of the following: 
convulsions (15 cases), mental deficiency (36), athetosis 
(5), tonic neck reaction (11), asymmetry of functioning of 
extremities (7), greater impairment of upper than lower 
extremities (19), and hypotonus (10). 

The mean birth weight of the 454 patients in Group O 
was 3,245 g., whereas for the 76 patients in Group D 
it was 2,392 g., being 1,662 g. for the simple spastic sub- 
group and 2,983 g. for the complex diplegia subgroup; 
this last figure is not significantly less than that for 
Group O. It is further noted that abnormalities of 
delivery were known to have occurred in 22 of the 42 
cases in the complex diplegia subgroup, whereas in the 
34 cases in the simple spastic group there were only 8 
known abnormal deliveries. The significance of this 
demonstrated definite relationship between the simple 
spastic type of Little’s disease and low birth weight is 
discussed. E. H. Johnson 


143. Biochemical Aspects of Cerebral Dysfunction 

. H. QuasteL and P. G. SCHOLEFIELD. American 
Journal of Medicine [Amer. J. Med.| 25, 420-429, Sept., 
1958. Bibliography. 


144. Mental Symptoms in Temporal Lobe Epilepsy and 
Temporal Lobe Gliomas. With Special Reference to 
Laterality of Lesion and the Relationship between Handed- 
ness and Brainedness. [Monograph, in English] 

T. BINGLEY. Acta psychiatrica et neurologica [Acta 
psychiat. (Kbh.)] 33, Suppl. 120, 1-151, 1958. Biblio- 
graphy. 


145. The Groping Phenomena of the Foot 
A. Frapis and M. I. Borez. Brain [Brain] 81, 218-230, 
1958. 9 figs., 18 refs. 


This paper from the Pavlov Institute of Neurology, 
Bucharest, describes a “‘ groping phenomenon ” of the 
feet seen in 5 patients with frontal lobe lesions of varied 
aetiology and in one patient suffering from Pick’s disease 
(circumscribed cerebral atrophy). The phenomenon 
was present in the foot opposite to the side of the lesion 
in all cases, and a grasp reflex was also present in the 
hand. The foot reflex was most readily elicited when 
the patient was sitting with the legs hanging loosely over 
the edge of the bed. The authors describe two com- 
ponents of the reflex, a forward groping which consists 
in progressive extension of the legs, and medial groping 
in which there is medial rotation accompanied by adduc- 
tion of the foot. 

The reflex ia normal and mentally retarded young 
children and in monkeys was studied. Of 81 normal 
children aged 2 months to 7 years, medial groping was 
found in 50°% of those under the age of 24 years; forward 
groping appeared later than medial groping and usually 
persisted up to the age of 24 years, being rarely seen after 
this age, but examination of 12 mentally defective 
children revealed that the reflex was present in some up 
to the age of 18 years. Medial groping was also present 
in all of 12 monkeys investigated, and forward groping 
in the 9 youngest animals. J. W. Aldren Turner 
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146. Fresh Head Injuries. Clinical and Electro- 
encephalographic Studies on 399 Patients. [In English] 
E. FRANTZEN, B. HARVALD, and H. HAUGSTED. Acta 
psychiatrica et neurologica Scandinavica [Acta psychiat. 
scand.} 33, 417-428, 1958. 2 figs., 6 refs. 


The symptomatology of fresh head injuries is reviewed 
on the basis of a series of 399 patients (257 men and 142 
women). The vast majority of the head injuries were 
caused by traffic accidents. As might be expected, the 
symptoms exhibited by motor cyclists and autocyclists 
were considerably severer than those observed in other 
group of road users. Intracranial haematomata were 
present in 9 out of the 399 patients. The symptoms 
were severer in men than in women, whereas the duration 
of symptoms was longer in women. 

A total of 238 patients were studied by EEG on one or 
more occasions. Of these, 81, or 33°%, revealed various 
abnormalities, including irritative foci in 19. The fre- 
quency of bilateral homologous epileptic paroxysms was 
very low. Irritative occipital foci were very frequent in 
children and young adults, but did not show any correla- 
tion to the severity of the traumata sustained. The 
majority of the abnormal EEG findings disappeared 
within the first three months after the trauma. EEGs 
are of some prognostic value; the symptoms persisted for 
a longer period in patients with severe diffuse abnor- 
malities, but an absolute correlation between the EEG 
findings and the clinical manifestations could not be 
demonstrated.—[Authors’ summary.] 


147. Thrombolysis with Fibrinolysin in Cerebral Arterial 
Occlusion 

B. J. SussMAN and T. S. P. Fircu. Journal of the 
can Medical Association [J. Amer. med. Ass.] 167, 1705—- 
1709, Aug. 2, 1958. 3 figs., 18 refs. 


From the Muhlenberg Hospital, Plainfield, New Jer- 
sey, comes this report of a preliminary study of the effect 
of intravenous infusions of fibrinolysin (“‘ actase ’”’) in 3 
cases of cerebral vascular occlusion, of which the site and 
progress were demonstrated by arteriography before and _ 
after treatment. In the first patient, a woman aged 75, 
arteriography showed non-filling of the left internal caro- 
tid artery beyond the bifurcation of the common carotid. 
Treatment was begun 6 days after the onset of symptoms 
and repeated subsequently; further arteriograms showed 
some restitution of the lumen of the occluded vessel. 
In the second case, in a man aged 52, the anterior cerebral 
artery was obstructed and treatment was given about 7 
hours after the onset of symptoms. In neither of these 
cases, however, was any clinical benefit obtained from 
the treatment. 

The third patient, a woman aged 50, suffered from 
auricular fibrillation and hemiplegia due to a cerebral 
embolus, which was shown by arteriography to be 
blocking the right middle cerebral vessels. She was 
treated by infusion of 100,000 units of fibrinolysin within 
6 hours of the appearance of symptoms, this treatment 
being repeated on 6 successive days. An arteriogram — 
taken after treatment revealed good filling of the middle 
cerebral group of vessels, though there was no dramatic 
improvement in the symptoms. R. Wyburn-Mason 
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148. The Treatment of Disorders of the Cerebral Circu- 
lation, with Special Reference to {-Pyridyimethanol. 
(Zur Therapie zerebraler Durchblutungsstérungen mit 
besonderer Beriicksichtigung des B-Pyridylcarbinol) 

H. J. Sremnke. Deutsche medizinische Wochenschrift 
[Dtsch. med. Wschr.]) 83, 1551-1556, Sept. 5, 1958. 
5 figs., bibliography. 

At the Hufeland Hospital, Berlin, B-pyridylmethanol 
(nicotinyl alcohol; “‘ ronicol”) was given intravenously 
in doses of 100 to 200 mg. 3 to 6 times a day to 70 patients 
suffering from various disorders of the cerebral circula- 
tion ranging from vasomotor headache to diffuse cerebro- 
vascular disease. In about half the cases there was 
considerable improvement, with permanent cure of vaso- 
spastic disorders in some cases. In cases in which a 
tumour was suspected such improvement was held to 
indicate a purely vascular aetiology. 

The drug seemed to be more effective than sodium 
nicotinate in a number of cases in which the two were 
compared. G. S. Crockett 


149. The Treatment of Cryptococcal Meningitis with 
Amphotericin B, a New Fungicidal Agent 

M. J. FitzPatrick, H. Rustin, and C. M. Poser. Annals 
of Internal Medicine [Ann, intern. Med.] 49, 249-259, 
Aug., 1958. 12 refs. 


The authors describe, from the University of Kansas 
Medical Center, Kansas City, the treatment of 3 cases of 
meningitis due to Cryptococcus neoformans with the 
recently introduced potent fungicidal agent amphotericin 
B. The drug may be given by slow intravenous drip 
over several hours. Acute side-reactions, including 
shaking chills with fever, may occasionally occur initially 
or if the infusion is given too rapidly; the latter may also 
cause a local thrombophlebitis, and a transient elevation 
of the blood urea nitrogen level may follow high doses 
of the drug. The total daily dosage should be slowly 
increased up to 1 mg. per kg. body weight. No other 
significant toxic changes were observed, even though 
one patient received the drug for 4 months. Side-effects 


‘can often be prevented by the previous administration 


of aspirin or an antihistaminic. An adequate fungicidal 
blood level of the drug persisted for 18 hours after stop- 
ping the infusion, which thus need only be given on alter- 
nate days. The authors could not demonstrate the drug 
in the cerebrospinal fluid (C.S.F.) consistently after 
intravenous administration, yet apparent recovery 
occurred in one case treated by this route only. After 
intrathecal administration the drug was present in the 
C.S.F. for 48 hours. 

In the first patient, a man aged 56, the fungus was 
present in the C.S.F. and urine. The drug was given by 
mouth, 500 mg. four times daily, but had no effect on the 
fatal course of the disease. The second patient, 1a 
woman of 31, had a 7 months’ history of chronic _menin- 
gitis, and the fungus were demonstrated in the C.S.F. 
She was given intravenous infusions of amphotericin 
B for 10 weeks followed by oral tablets for a further 2 
months. Symptoms disappeared after one month and 
the C.S.F. was free of fungus after 3 months. The third 
patient, a 45-year-old negro, had suffered from chronic 


pulmonary tuberculosis and a chronic infection of the 
central nervous system, presumably: cryptococcosis, 
for the previous 11 years. After successful treatment 
of the tuberculosis further treatment with amphotericin 
B given both intravenously and intrathecally cleared the 
C.S.F. of yeasts and restored it to a more nearly nor- 
mal pattern, but did not change the residual neuro- 
logical picture. 

The hope is expressed that this new drug will be of 
value in differentiating between mycobacterial and fungal 
meningitis. R. Wyburn-Mason 


150. Internal Hydrocephalus Caused by Parasitic Cysts 
S. Kuper, H. MENDELOw, and N.S. F. Proctor. Brain 
[Brain] 81, 235-242, 1958. 5 figs., 6 refs. 


From the General Hospital and South African Insti- 
tute for Medical Research, Johannesburg, the authors 
describe 24 cases of parasitic infestation with the cysts 
of Cysticercus cellulosae or Coenurus cerebralis in which 
the clinical symptoms were sufficiently similar to justify 
use of the term “ posterior fossa syndrome”. A brief 
account is given of the natural history of these cysts— 
which represent the larval stage of the pig tapeworm 
Taenia solium and the dog tapeworm Multiceps multiceps 
respectively—and the pathology is described. When the 
cysts are lodged in the ventricular or subarachnoid sys- 
tems they may produce hydrocephalus directly by obstruc- 
tion or secondarily by provoking an ependymitis or 
arachnoiditis which in turn causes blockage of the 
cerebrospinal-fluid (C.S.F.) pathways. Cysts of Cysticer- 
cus frequently invade the brain substance, but those of 
Coenurus appear to be confined to the C.S.F. channels. 
Of the present cases 9 were due to the former species and 
7 to the latter, but in the remainder the type could not be 
identified. Most of the authors’ patients, 14 men and 10 
women with an average age of 33 years, worked on sheep 
farms, though a few were in urban occupations. 

The main symptoms were headaches, vomiting, diplo- 
pia, and loss of consciousness. Focal epilepsy occurred 
in one patient, probably associated with cortical calcified 
cysts. Involvement of the cauda equina, with pain of 
sciatic nerve distribution, backache, sphincter disturb- 
ance, and lower limb weakness occurred in 6 patients, 
most probably, it is thought, as a result of arachnoiditis 
and cysts in the lower spinal canal. Remissions were a 
feature of half the cases and sometimes lasted several 
years. The physical signs included mild mental dis- 
turbances, probably due to increased intracranial pres- 
sure, :papilloedema, and cerebellar and pyramidal 
disturbances. Cranial nerve involvement, affecting the 
fifth, sixth, seventh, and tenth nerves, was usually of mild 
degree, though at operation the lower cranial nerves 
were often seen to be embedded in arachnoidal adhesions. 
The C.S.F. was usually abnormal, showing a pressure of 
250 mm. of water or more in 20 of the cases, a pleocytosis, 
predominantly lymphocytic, of up to 171 cells per c.mm., 
and a protein content of 80 mg. per 100 ml. or more; 
in “so the cases the sugar content was below 40 mg. per 

‘Plain tadiographs of the skull revealed abnormal 
calcification in’ 4 cases. Pneumoencephalography ‘and 
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injection of “ myodil” showed symmetrical ventricular 
dilatation with partial blockage, usually in the lower 
part of the fourth ventricle. Myodil which escaped into 
the posterior fossa often showed a characteristic “* spot- 
tiness ’’ in the presence of arachnoiditis. 

Operative treatment consisted in initial ventricular 
drainage followed by exploration of the posterior fossa. 
The findings varied from a single cyst blocking the fora- 
men of Magendie, with no arachnoiditis, to literally 
hundreds of small cysts filling the posterior fossa and 
embedded in dense arachnoidal adhesions. It was con- 
sidered advisable in most cases to carry out a ventriculo- 
cisternostomy in addition. Follow-up information 
regarding 16 of the patients showed that 6 of these had 
survived for periods varying from 6 months to 2 years 
after operation. 

The prognosis appeared to be better in patients with 
a solitary cyst and without arachnoiditis. It is pointed 
out that these cases may also present with only cauda 
equina involvement or with signs of a space-occupying 
lesion in one or other cerebral hemisphere. 


Brodie Hughes 


151. Temporal Lobectomy in the Treatment of Psycho- 
motor Epilepsy: Electroencephalographic and Clinical 
Indications; Corticography; Results. (La lobectomie 
temporale dans le traitement de l’épilepsie psychomo- 
trice: indications électro-cliniques; corticographie; 
résultats) 
T. ALAJOUANINE, R. THUREL, R. Houpart, and J. NEHLIL. 
Encéphale [Encéphale] 47, 265-308, 1958. 45 figs., 3 refs. 


This paper describes the electroencephalographic 
(EEG) and electrocorticographic findings together with 
the postoperative results in 21 selected patients who were 
subjected to temporal lobectomy for the relief of psycho- 
motor epilepsy not due to a tumour. In the authors’ 
experience the indications for operation are: (1) unsatis- 
factory control of the epilepsy after an adequate period 
of trial with anticonvulsant drugs; (2) the presence of 
inter-ictal personality disorders; and (3) EEG abnor- 
malities suggestive of a focal epileptogenic lesion in one 
temporal lobe. Cases with evidence of independent 
bilateral temporal lobe foci must be approached with 
circumspection; bilateral temporal lobectomy is out of 
the question because of the grave psychiatric changes 
this produces, but the authors consider that in such cases 
the removal of the temporal lobe which is most severely 
affected may produce some benefit. Details of the 
dinical and EEG findings in several illustrative cases are 
Presented and the use of electrocorticography during 
Operation to guide the surgeon in the removal of brain 
tissue is described. 

Of the 21 patients operated on, 2 died, 2 were not im- 
Proved but on the other hand were no worse, 3 improved 
only slightly, but the remaining 14 derived definite 
benefit from the operation. Of 9 patients followed up 
Postoperatively for between 14 and 2 years, 3 were entirely 
ftee from attacks during the whole of this period, even 
without drugs (although in one of these cases attenuated 
fits reappeared at the end of 2 years); in the remaining 6 


NEUROLOGY AND NEUROSURGERY 


Patients the attacks were much reduced in frequency 
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and their control by anticonvulsants was enhanced. In 
only 2 of the 21 cases was a macroscopic lesion (cicatrix) 
observed at operation. No serious sequelae have been 
observed in the surviving patients. 

In considering these slightly disappointing results the 
authors speculate as to which are the most important 
structures of the temporal lobe to remove in the treat- 
ment of temporal lobe epilepsy. They suggest that in 
the future stereotaxic surgery may take the place of 
lobectomy once these structures have been identified. 


J. B. Stanton 
152. Clinical Evaluation of 


G. Frank and F. Morrett. Neurology [Neurology 
(Minneap.)] 8, 529-537, July, 1958. 2 refs. 


A clinical trial of the anticonvulsant activity of “ spiro- 
don ”, a synthetic cyclic ketone containing the hydantoin 
molecule and being thus related to dilantin, was carried 
out at the University of Minnesota Medical School, 
Minneapolis, on 29 epileptic patients who were selected 
for study because they had failed to respond adequately 
to two or more of the other anticonvulsants in common 
use, and in whom the number of seizures varied from 2 
to 90 per month; the mean duration of epilepsy for the 
whole group was 13 years. Spirodon was administered 
initially in a daily dosage of 0-5 to 1-5 g. in fractionated 
doses in conjunction with the patient’s current anti- 
convulsant drug. When the seizure rate remained 
stable the dose of spirodon was gradually increased 
to 4-0 g. per day, the other drug being correspondingly 
reduced in dosage and ultimately withdrawn. To 
guard against toxicity leucocyte counts and “liver 
profile ”’ studies were performed at monthly intervals. 
The seizure rate was carefully recorded, except in 8 
cases of gross mental disturbance. 

The results are reported in four groups classified 
according to the type of seizure. Thus (1) of 5 patients 
with pure psychomotor fits, all showed improvement, 
whereas of 11 with this type of seizure mixed with other 
types, only 5 were improved. (2) Of 2 patients with 
pure focal fits, neither was improved, but 4 out of 6 
patients with focal fits mixed with other types showed 
improvement. (3) Of 2 patients with generalized fits, 
neither showed improvement, whereas of 15 with mixed 
generalized and other types of fit, 6 (40%) were improved. 
(4) Lastly, of 2 patients with ‘ pure centrencephalic ” 
fits, one was improved, but only 2 out of 5 with mixed 
centrencephalic and other types of fit responded to the 
drug. The over-all improvement rate was 52%. Of 16 
of the patients who suddenly ceased taking the drug 
during the trial, 9 had a subsequent marked increase in 
epileptic activity. Toxic reactions occurred in 17 of the 
patients and 9 stopped the drug because of severe or 
threatened toxic reactions. The most common forms 
of reaction were skin rashes, lethargy, psychomotor 
retardation, ataxia, and leucopenia, but most of these 
complications disappeared when the drug was stopped. 

The authors conclude that spirodon is a useful anti- 
convulsant drug, especially for psychomotor epilepsy. 
Although toxicity is a frequent complication it is readily 
detected and quickly responds to simple measures. 


J. B. Cavanagh 
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153. Chemical and Clinical Observations during Treat- 
ment of Children with Phenylketonuria 

H. K. Berry, B. S. SUTHERLAND, G. M. Guest, and B. 
UmparGER. Pediatrics [Pediatrics] 21, 929-940, June, 
1958. 1 fig., 17 refs. 


This paper from the University of Cincinnati College 
of Medicine reports the use of diets low in phenylalanine 
content in the treatment of 3 children, one aged 24 and 
the others 44 years, with phenylketonuria. Three differ- 
ent diets, each consisting of a basal synthetic preparation 
combined with natural foods, were used over a period of 
18 months, with benefit from both the biochemical and 
the clinical aspects, in all cases. The patients showed 
improvement in motor ability, awareness, and attention 
span, tenseness and irritability decreased, weight in- 
creased, toilet-training began, affection was shown, 
sounds were imitated, laughter appeared, and they began 
playing well. A brother and sister with brown eyes 
developed dark brown hair and eyelashes, and failed to 
tan perceptibly in the sun. No changes were recorded 
in the results, so far as these could be obtained, of the 
application of Cattell’s Infant Intelligence Scale. After 
an initial period in hospital the children were treated at 
home under periodic observation, and the improvement 
was such that the parents were unwilling for a normal 
diet to be given. 

Very detailed particulars of the chemical composition 
of the diets and of the biochemical findings in the serum 
and urine are given, together with the electroencephalo- 
graphic results. G. de M. Rudolf 
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154. Psychogenic Megacolon in Children: the Implica- 
tions of Bowel Negativism 

P. PINKERTON. Archives of Disease in Childhood [Arch. 
Dis. Childh.] 33, 371-380, Aug., 1958. 9 figs. 23 refs. 


From the Department of Psychological Medicine, 
University of Liverpool, the author describes 30 cases of 
chronic constipation with faecal retention seen in 19 
boys and 11 girls aged 2 to 15 years who were referred 
to the psychiatrist either because of suspected emotional 
factors or because of the failure of medical treatment. 
In all cases organic factors had been excluded by radio- 
logical examination. . 

The symptoms in all except one of the patients had 
started during the first 3 years of life. In all 30 cases a 
history was obtained of conflict between parent and 
child over bowel-function training, the parental efforts 
to promote bowel regularity having led to resistance in 
the child, with resultant faecal retention and colonic 
dilatation. Investigation of the family background of 
the parents showed that they too had been subjected to 
similarly strict methods of upbringing. 


Psychiatry 


Psychiatric treatment in the form of play therapy was 
given to the children, and in the form of counselling and 
group therapy to parents; of the 30 children, 21 re. 
sponded satisfactorily to this treatment. The author 
concludes that there should be collaboration betweep 
paediatrician and psychiatrist in the treatment of cases 
of the type. 

[All paediatricians are well acquainted with this con- 
dition, and treat numerous cases. It would be an over- 
simplification to suggest that all such cases are due to 
excessive parental efforts to train the child, although 
probably most are. Nevertheless, in many cases no 
evidence can be obtained of excessive parental anxiety 
about the bowel function, and no evidence of any mis- 
management. Examination does not reveal an anal 
fissure or other organic cause, and radiological examina- 
tion is negative. There is a possibility that some of these 
cases may-in fact be atypical forms of Hirschsprung’s 
disease, or that there are other unknown factors respon- 
sible for the constipation.] R. S. Illingworth 


155. An Investigation of the Relation between Life 
Experience, Personality Characteristics, and General 
Susceptibility to Iiness 

L. E. HinKie, W. N. CHRISTENSON, F. D. KANng, A. 
OsTFELD, W. N. THETFORD, and H. G. WoxrFr. Psycho- 
somatic Medicine [Psychosom. Med.] 20, 278-295, July- 
Aug., 1958. 7 figs., 10 refs. 


Episodes of illness are not distributed at random 
among the members of the general population, and even 
in groups of people of the same race and social back- 
ground sharing the same environment and occupation 
the liability to become ill varies from person to person. 

* This variability cannot be fully explained by differences 
of age, sex, and opportunity of encountering trauma and 
infection. 

The investigation here reported from New York 
Hospital—Cornell Medical Center was carried out to 
study the possible role of life experiences and personality 
attributes in determining susceptibility to illness, the 
psychological characteristics of 10 individuals having 4 
high frequency of illness being compared with those of a 
similar number having a low frequency of illness. These 
subjects were selected from a group of 100 Chinese 
graduate students and workers (69 male and 31 female) 
born and educated in China in wartime who had come to 
the U.S.A. before the Communists came to power, after 
which they were unable or unwilling to return home. 
Their lives had therefore been subjected to considerable 
dislocation and social change. The 14 males and 6 
females selected were examined by a general physician, 
a psychiatrist, a clinical psychologist, and a cultural 
anthropologist, and some also by a sociologist. A 
detailed medical history was obtained in each case and 
the total incidence of illness between the ages of 12 and 
32 assessed. The 7 males and 3 females with the lowest 
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illness rates (Group 1) were then compared with the 7 
males and 3 females with the highest illness rates 
(Group 2). 

Analysis of the episodes of illness in the two groups 
showed that there was a greater variety of syndromes, 


was involving a greater number of organ systems and falling 
and into a greater number of aetiological categories, in Group 
Te- 2than in Group 1. The family histories were similar 
thor in both groups, though in Group 2 many of the syndromes 
een were Of familial type. On average, the two groups had 
ases been confronted to an equal extent with markedly stress- 
ful life situations. They differed, however, in their per- 
con- § ception of their lives and the various situations encoun- 
ver. & tered, the members of Group 2 being more concerned 
e to with duties and responsibilities and being roused and 
yugh @ alerted to a greater extent by their experiences than 
; no those of Group 1. It was ascertained that all but 2 of 
ciety § Group 2 had had unsatisfactory relationships with 
mis- @ their parents, while a similar proportion of Group 1 
anal § considered that their relationships with their parents had 
‘ina- been satisfactory. 
hese The authors conclude that it would appear that general 
ing’s § susceptibility to illness is determined by both genetic 
pon- § and environmental factors; the actual life situations 
th encountered are less relevant than the manner in which 


these situations are perceived. A. Balfour Sclare 


156. Effect of Hypnosis on Intraocular Pressure in 
Normal and Glaucomatous Subjects 

A. S. BERGER and P. J. Simet. Psychosomatic Medicine 
[Psychosom. Med.| 20, 321-327, July—Aug., 1958. 
9 refs. 


At the Grace-New Haven Community Hospital (Yale 
University School of Medicine), New Haven, Connecti- 
cut, the effect of hypnosis upon intraocular pressure was 
studied in glaucomatous and normal subjects. The 
investigation was prompted by existing references in 
the ophthalmological literature to the part played by 
the emotions in determining intraocular pressure. 
Experiments were therefore designed to discover whether 
intraocular pressure is influenced by (1) the hypnotic 
state per se, (2) direct suggestion of symptom relief in 


ut t0 § the hypnotic or waking state, and (3) hypnotically induced 
aality § strong emotion. 

’ the Seven patients with glaucoma ar 4 healthy subjects 
ing@ @ were studied at 3 group-hypnotic sessions, at each of 


Which one of the above hypotheses was tested. The 
glaucomatous subjects ranged in age from 52 to 67 years, 


unesé @ and the duration of their illness varied from 3 months to 
male) § 7 years. A levitation technique of hypnosis was used, 
me tO and intraocular pressure was measured with Mueller’s 
after § clectronic tonometer. At the first session the initial 


reading of intraocular pressure in 6 of the 7 patients was 
found to be lower than was usually the case; this may 
have been due to the reassuring psychological situation 


cial, @ of the experiment or to the fact that it was carried out in 
tural § the evening, a time of day when intraocular pressure 
t. per normally tends to be low. In general, hypnosis per se 


had no significant effect upon the intraocular pressure 
of the glaucomatous subjects, while in that of normal 
Subjects it even caused a slight rise. Direct waking 
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suggestion of symptom relief, however, produced a 
marked lowering of tension in one or both eyes in all the 
glaucomatous subjects, though the same suggestion made 
during hypnosis had no such effect. Neither did post- 
hypnotic suggestion of symptom relief lead to a signifi- 
cant fall in intraocular pressure, though several patients 
reported some subjective improvement, suchas fewer 
headaches or less lacrimation. A hypnotically suggested 
anxiety situation did not influence intraocular tension 
either in glaucomatous or normal subjects, but this find- 
ing is not in accord with the authors’ clinical experience, 
and they are inclined to attribute it to a defect in 
technique. 

Although the underlying mechanisms remain obscure, 
the findings reported serve to emphasize the significant 
role of emotion in glaucoma. A. Balfour Sclare 


ORGANIC DISORDERS 


F. LeTEMENDIA and G. PAMPIGLIONE. Journal of 
Neurology, Neurosurgery and Psychiatry [J. Neurol. 
Neurosurg. Psychiat.] 21, 167-172, Aug., 1958. 4 figs., 
16 refs. 


The authors have examined the electroencephalo- 
graphic (EEG) records of 17 patients with Alzheimer’s 
‘disease (presenile sclerosis), of whom 16 were seen at the 
Bethlem Royal and Maudsley Hospitals, London. The 
diagnosis had been verified at necropsy in 12 cases and by 
cerebral biopsy in 5. The ages of the patients ranged 
from 31 to 60, the average age at onset being 52. As the 
patients were not cooperative, it was difficult to obtain 
artefact-free records, but the use of stick-on electrodes 
was of considerable help. 

No patient had a normal EEG, and a fairly uni- 
form abnormal pattern was seen in all records. There 
was a generalized irregular (though often rhythmic) 
activity (4 to 7 c.p.s.) of low or medium amplitude (20 
to 100 microvolts) with superimposed runs of slower 
waves. In 11 patients no alpha rhythms were present, 
while in the other 6 alpha rhythms were scanty and un- 
stable. Transient sharp waves were observed in 6 
patients, 3 of whom developed seizures; in 8 other 
patients seizures occurred without the presence of sharp 
waves in the EEG. The degree of slow activity in 
resting records was not related to the occurrence of 
seizures or the severity of dementia. 

Simple stimuli, such as a noise or opening of the eyes, 
sometimes blocked all activities. Overbreathing pro- 
duced a slight increase in slow activity. Rhythmic 
photic stimulation elicited normal responses in the occi- 
pital region. After the oral administration of a quick- 
acting barbiturate (quinalbarbitone sodium in a dose of — 
3 to 44 grains (200 to 300 mg.)) to 6 of the patients the 
usual fast-activity response was barely present. As 
drowsiness and sleep developed, the generalized slow — 
activity of the resting record gradually diminished. 
Sleep cise were recognized in 4 patients. 

F. K. Taylor 
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158. Investigations of E.E.G. Findings in Presenile 
Dementia 


D. W. Lippett. Journal of Neurology, Neurosurgery 
and Psychiatry [J. Neurol. Neurosurg. Psychiat.) 21, 
173-176, Aug., 1958. 3 figs., 4 refs. 


The electroencephalograms (EEGs) of 11 patients (2 
men and 9 women) suffering from presenile dementia 
were investigated at Runwell Hospital, Wickford, 
Essex. The diagnosis was made clinically and by air 
encephalography, and in 3 cases was confirmed at 
necropsy. The patients had no gross cardiovascular 
disease and the Wassermann reaction was negative; their 
ages ranged from 51 to 66, with an average of 60. 

All the EEGs showed similar features, namely, a 
generalized activity at 6 to 8 c.p.s. of medium amplitude, 
with superimposed paroxysmal bursts of synchronous 
slow delta waves of high amplitude, especially in the 
frontal and temporal regions. All these activities could 
be inhibited by visual or auditory stimuli. Photic stimu- 
lation was followed by cortical electrical activity of the 
same frequency. Sleep induced with thiopentone or 
quinalbarbitone flattened the record, abolished the 
paroxysmal delta activity, and eventually produced high- 
amplitude, irregular, very slow delta waves and sleep 
spindles. The fast activity usually seen after adminis- 
tration of barbiturates was not observed. 

In order to test the hypothesis that presenile dementia 
is only a form of early ageing the EEGs of 100 patients 
ranging in age from 70 to 85 years were then examined. 
Only 7 of these patients (2 men and 5 women) showed the 
above EEG abnormalities and these were thought to be 
cases of Alzheimer’s disease of late onset, this diagnosis 
being confirmed at necropsy in one case. The finding 
suggests that presenile and senile dementia have a specific 
pathology which is different from the pathology of nor- 
mal ageing and from that of the dementia resulting from 


- vascular disease. It is suggested that the grossly abnor- 


mal EEG features observed in these 18 patients with pre- 
senile and senile dementia may have been due to the 
release of deep midline nuclei from the control of a 
severely atrophied cortex. F. K. Taylor 


TREATMENT 
159. A Comparative Study of Chlorpromazine and Tri- 


T. E. HANLON, A. A. KURLAND, A. J. EsQuiseL, and K. Y. 
Ora. Journal of Nervous and Mental Disease [J. nerv. 
ment. Dis.] 127, 17-20, July, 1958. 3 refs. 


A study of the relative efficacy of chlorpromazine and 
“ triflupromazine ”, a phenothiazine compound, in the 
management of 35 psychotic female patients who had 
been in hospital for a number of years is reported in this 
paper from Spring Grove Hospital, Catonsville, Mary- 
land. All the patients had been receiving a mainten- 
ance dose of chlorpromazine for several months. During 
the first 4 weeks of the investigation this maintenance 
dosage of chlorpromazine was continued; this was fol- 
lowed by a 6-week period in which a placebo was given, 
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and then by a 10-week period of treatment with trifly. 
promazine in a dosage which was “‘ as closely as possible” 
half the original dosage of chlorpromazine. 

the investigation the patients were seen at fortnightly 
intervals, and their progress assessed on the Multi. 
dimensional Scale for Rating Psychiatric Patients des. 
cribed by Lorr. At the end of each treatment period 
the ratings were compared for individual factors and for 
“total morbidity ”. There was no significant reduction 
in total morbidity when the patients received a placebo 
instead of chlorpromazine, but a considerable improve- 
ment was noted after the period of treatment with tri- 
flupromazine. There was a significant difference between 
the evaluation of several factors during chlorpromazine 
and a similar evaluation during triflupromazine treat- 
ment. These factors were compliance versus resistive- 
ness, melancholy, agitation, perceptual distortion, sub- 
missiveness versus belligerence, and conceptual distor- 
tion, and the differences were all towards greater 
improvement with triflupromazine. 

It was noted that “‘ whereas only four Parkinsonian 
reactions occurred as a result of chlorpromazine treat- 
ment 11 occurred as a result of triflupromazine”. 
These reactions quickly disappeared after treatment 
ceased. E. H. Johnson 


160. The use of ‘* Meratran ’’ in Psychiatric Disorders, 
Preliminary Communication. 
MaHHBIe O MepaTPaHOM HEKOTOPbIX MCHXHY4Ee- 
CKHx sa6oneBaHHi) 

D. D. Fepotov, N. N. STANISEVSKAJA, and V. V. Borin- 
Evic. Heeponamonoeuu u ITcuxuampuu 
Nevropat. Psihiat.] 58, 592-599, 1958. 6 figs., 5 refs. 


Studies of the effects of ‘‘ meratran ” (pipradol hydro- 
chloride) were carried out on 112 patients and 21 healthy 
volunteers at the Institute of Psychiatric Research, Mos- 
cow. In addition to clinical observations oscillographic 
recordings of the blood pressure and pulse rate were 
obtained, while plethysmographic and pneumographic 
studies were also carried out. The patients included 23 
schizophrenics, 4 manic-depressives, and 85 drug 
addicts with withdrawal symptoms. The dosage of 
meratran was 1 mg. 2 or 3 times a day, occasionally 
increased to a maxjmum of 6 mg. in 24 hours, and the 
duration of treatment varied from one to 4 weeks. 

The best results were obtained in anergic schizophrenics 
without hallucinations; out of 10 such patients in whom 
the duration of the illness was more than one year and 
who had failed to respond to other treatments, 5 recovered 
and were able to leave hospital and to resume work, 
while 3 were greatly improved. Patients with catatonic 
stupor responded variously: in some, catatonic excile- 
ment was precipitated, but of these a few reached a better 
level of functioning upon resumption of the medication 
in smaller dosage. In others, however, the stupor was 
intensified, while in the patients with paranoid schiz0- 
phrenia, who were withdrawn and apathetic, the hallu- 
cinations and delusional ideas were intensified and in 
the manic-depressive patients agitation ap 
Withdrawal symptoms in the drug addicts were accen- 
tuated. Alexander Duddington 
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161. Glycogen Storage Disease of the Heart. Clinical 
Observations in Five Infants 

§. FRIEDMAN and R. AsH. Journal of Pediatrics {J. 
Pediat.| 52, 635-648, June, 1958. 3 figs., 22 refs. 


The clinical findings in 5 infants with glycogen storage 
disease of the heart and skeletal muscle system have been 
summarized. Emphasis has been placed upon the promi- 
nent role played by generalized muscle weakness and its 
complications rather than the cardiac manifestations in 
this entity. The electrocardiographic findings in 4 
patients with this disease are presented in detail because 
of the relative paucity of previously reported tracings. 
Some problems pertaining to the differential diagnosis, 
both clinical and pathologic, of glycogen storage disease 
of the heart and skeletal muscle system have been dis- 
cussed.—[Authors’ summary.] 


NEONATAL DISORDERS AND 
PREMATURITY 


162. The Effect of Graded Doses of Vitamin D on the 
Serum Calcium and Phosphorus Levels. The Influences 
of Varying Doses of Vitamin D on the Incidence of Hypo- 
calcemia during the First Week of Life 

J. B. Pincus, I. F. GrrrtemMan, N. Martius, and B. 
BacHRA. A.M.A. Journal of Diseases of Children 
[A.M.A. J. Dis. Child.] 96, 16-22, July, 1958. 30 refs. 


Tt has been shown that newborn infants fed on cow’s 
milk during the first week of life tend to develop a lower 
serum calcium and a higher serum phosphorus level than 
those fed on breast milk, and that 600 units of vitamin D 
per day aggravates this tendency. The serum calcium 
and phosphorus levels in 360 healthy newborn infants 
fed on a “processed milk formula” were therefore 
studied at the Jewish Hospital of Brooklyn, New York, 
in6 groups. (1) A control group of 93 infants received 
the milk formula but no vitamin D. The other 5 groups 
received the same formula together with various doses 
of the vitamin, the total dose given over the 5-day 
period of study being as follows: (2) 52 infants, 400 
tnits; (3) 30 infants, 3,000 units; (4) 19 infants, 13,000 
units; (5) 51 infants, 45,000 units; and (6) 115 infants, 
200,000 units. 

The significant fall in the serum calcium level which 
ocurred as expected in the infants in Group 1 was ex- 
teded in all groups given small doses of vitamin D, the 
Maximum effect being seen in Group 4, receiving 13,000 
mits. The only group in which no fall in serum calcium 
level occurred after 5 days was Group 5. Statistical 
malysis of the results in the various groups showed that 
Groups 5 and 6 were the only ones showing a tendency for 
the serum calcium level to rise. A rise in serum phos- 
Dhorus level occurred in Group 1 and also in all the other 
ffoups. The number of infants in each group develop- 


Paediatrics 


ing hypocalcaemia (serum level below 7-9 mg. per 100 ml.) 
increased progressively from Group 1 to Group 4, but 
was very small in Groups 5 and 6. In children found 
to be hypocalcaemic on the first day of life the serum 
calcium level tended to rise whether vitamin D was 
given or not. However, the rise was much greater if 
large doses of vitamin D were’given, and the number 
of infants still hypocalcaemic at the fifth day was 
smaller. 

Of 18 infants who received 200,000 units of vitamin D 
and were examined weekly for 3 to 6 weeks, none de- 
veloped hypocalcaemia. No gastro-intestinal or other 
upset occurred in these infants. E. H. Johnson 


163. Neonatal Meningitis 

M. Zi1aAr and R. J. HAGGerty. New England Journal of 
Medicine [New Engl. J. Med.] 259, 314-320, Aug. 14, 
1958. 1 fig., 34 refs. 


The authors review 83 cases of meningitis occurring 
during the first month of life which have been treated 
in the course of 25 years at the Children’s Medical 
Center, Boston. 

The commonest causal organisms in the series were 
Gram-negative bacilli (39 cases). In these cases the 
onset was usually during the first 2 weeks after birth 
and there was frequently a history of abnormal preg- 
nancy or delivery, such as prematurity, prolonged rup- 
ture of the membranes, or maternal infection. Other 
common causes were infections with haemolytic strepto- 
cocci, staphylococci, and pneumococci, in that order 
of frequency; the onset was usually in the second fort- 
night of life and there was a high incidence of skin and 
umbilical infections. Specific signs of meningeal irrita- 
tion might be absent, but tenseness of the anterior fon- 
tanelle was noted in 31 cases. The authors emphasize 
the necessity for examination of the cerebrospinal fluid, 
for which cisternal or ventricular puncture may be 
necessary, as soon as there is any suspicion of menin- 
gitis. Of the 83 patients, 62 died during the acute stage 
of the illness [it appears that 35 of these deaths occurred 
before the introduction of sulphonamides]; of the 21 
survivors, 7 have severe residual neurological damage. 

J. W. Aldren Turner 


164. Malignant Tumour of the Adrenal Medulla in a 
Newborn Infant. (K sompocy o 
OMyXONAX MOSTOBOrO y HOBO- 

Ju. G. Jupin. /Teduampua [Pediatrija] 36, 92, No. 6, 
June, 1958. 


The author describes the case of a female infant of 
normal weight and length at birth in whom at the age of 
3 weeks the mother noticed that’ the abdomen was begin- 
ning to swell. The child, who was restless and fretful, 
and often belched and sometimes vomited after fee ding 


flu. 
le” 
ring 
ulti- 
des- 
riod 
for 
tion 
ebo 
ove- 
tri- 
zine 
‘ive- 
sub- 
stor- 
ater 
nian 
reat- 
nent 
ders, 
)RIN- 
< 
fs. 
dro- 
althy 
Mos- 
phic 
phic 
d 23 
drug 
e of 
nally 
j the 
enics 
and 
ered 
vork, 
tonic 
xcite- 
etter 
ation 
was 
hizo- 
vallu- 
1d in 
ared. 
ccen- 
ton 
53 


was admitted to a paediatric clinic with a diagnosis of 
hepato-splenomegaly of the Gosch type, where examina- 
tion revealed a venous network on the abdomen and 
chest; the abdomen was enlarged and distended, the 
spleen could not be felt, but the liver was palpable to 
below the umbilicus. The child was clearly seriously 
ill. Examination of the blood showed a haemoglobin 
value of 65%, an erythrocyte count of only 3,910,000 
per c.mm., a leucocyte count of 19,100 (lymphocytes 
56%, neutrophil granulocytes 37%, eosinophils 2°%, 
monocytes 5°%%), and a blood sugar level of 144 mg. per 
100 ml. Urobilin was present in the urine. 
Examination of a liver puncture biopsy specimen 
revealed malignant cells of blastoma type, with no 
hepatic tissue elements. In a plain radiograph of the 
abdomen it was seen that the upper two-thirds of the 
abdominal cavity was occupied by a tumour, predomin- 
antly on the right side. The child died on the 34th day. 
At necropsy it was found that the liver, which weighed 
850 g., was mottled, with whitish round growths on a 
reddish-brown background. In the medullary layer of 
the right adrenal gland there was a soft, rounded, dark red 
tumour measuring 2x1-5cm. Histological examination 
of sections proved this to be a sympathogonioma, which 
was composed of small lymphoid cells with a stroma of 
scanty connective tissue and showed many areas of 
haemorrhage. In places these lymphoid cells were 
found scattered between the cellular columns of the cor- 
tical layer. Similar cells were scattered in disorderly 
fashion throughout the liver, only a few islets of normal 
hepatic tissue being preserved. 
L. Firman-Edwards 


165. High or Low Temperature in the Management of 
Premature Infants. (Zur Warm- oder Kaltbehandlung 
von Friihgeborenen) 

H. WAGNER. Zeitschrift fiir Kinderheilkunde [Z. Kinder- 
heilk.| 81, 261-270, 1958. 6 figs., 5 refs. 


In an attempt to obtain an unbiased answer to the 
question whether premature infants thrive better in a 
high or low environmental temperature the author, em- 
ploying statistical methods, compared the changes in 
rectal evening temperature and weight recorded daily 
during the first 60 days of life in two groups of prema- 
ture infants at the Children’s Hospital, Plauen-Syrau, 
Germany. 

The groups consisted of (1) 52 infants treated during 
1953-4 and (2) 38 infants treated during 1956-7. All 
the infants were protected against loss of body heat, but 
whereas those in Group 2 were provided with no addi- 
tional source of heat, one to 3 hot water bottles, according 
to the degree of prematurity, were placed in the cots of 
those in Group 1. Each group included all premature 
infants admitted to the hospital during the period unless 
they were over 3 days old on admission or were either 
over 2,000 g. weight at birth or grossly immature. The 
medical care of both groups was the responsibility of the 
same doctor and nursing sister, and was undertaken in 
wards with comparable environmental conditions. 
Every infant was fed for at least the first 4 weeks entirely 
on human milk obtained either from its own mother or 
from a milk bank. 
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The temperature curve (constructed from the mean 
daily values) in Group 1 (high temperature) showed a 
steep rise from subnormal values during the first days 
of life to reach a peak of 37-5° C. (99-5° F.) on the 4th 
day. It then fell, at first somewhat steeply and there- 
after more gradually, to reach the normal level at about 
the 30th day, after which it flattened out. In Group 2 
(low temperature) the curve also rose during the first 4 
days of life, but the peak value was only 36-9°C, 
(98-4° F.). It then descended slightly until the 12th day, 
after which it rose gradually to reach the normal level 
again at about the 30th day and then flattened out. In 
both groups the curves showing the degree of scatter of 
individual daily temperature readings fluctuated 
markedly, with high scatter values, during the first 20 
days of life, but in Group 1 the fluctuations were of far 
greater amplitude than in Group 2, in which the whole 
curve was more even and compact. After the 20th 
day both scatter curves showed only occasional and 
minor fluctuations. 

The weight curve (constructed from the daily mean 
difference from birth weight) of Group 1 showed an 
initial fall, lasting for 5 days, and then rose steadily. 
Birth weight was regained on the 18th day, the curve 
rising gradually until the 30th day and then more steeply. 
In Group 2 the initial fall lasted for 4 days. The curve 
then rose steadily to regain the birth weight on the 16th 
day, the rise being moderately steep until the 30th day 
and more markedly so thereafter. The scatter values 
for Group 1 were higher than for Group 2 during the first 
3 weeks, after which the scatter in both groups was 
equally small. 

The author concludes that the higher peak tempera- 
ture on the 4th day in Group 1 was due to the effect of 
increased thermal stimulation, which persisted in these 
infants for the first 3 weeks of life, whereas in Group 2 
the failure to maintain the temperature at the normal 
level indicated a slowing of all metabolic processes during 
the first 3 weeks. The smaller fluctuations and earlier 
flattening out of the temperature scatter curve in Group 2 
are held to indicate that the heat-regulating mechanism 
of these infants functioned at an earlier age and more 
efficiently than in Group 1. Study of the weight curves 
of Group 2 showed, unexpectedly, that during the period 
of greatest weight gain scatter was reduced to a minimum, 
indicating that the period biologically most propitious for 
growth coincided with that of greatest developmental 
stability. In Group 1 on the other hand the maximum 
rate of weight gain was accompanied by a greater degree 
of scatter, that is, by greater developmental instability. 
The practical advantage to Group 2 of greater stability 
during development showed itself in various ways. 
Thus less weight was lost after birth, and the birth weight 
was regained 2 days sooner, thanin Group 1. Moreover, 
between the 30th and 60th days of life the average weight 
gain in Group 2 was 20% higher than in Group 1, the 
weight gain achieved by the former in 50 days taking 
55 days in the latter. Again, minor disturbances caused 


temporary failure to gain weight in 12-2°% of the infants 
in Group 1 and in only 8-2°% of those in Group 2, whose 
average stay in hospital was 5 days shorter than that of 
E..S. Wyder 


Group 1. 
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166. 1 Monogenic Theory of Schizophrenia. [In 
Englis 

—. SLATER. Acta genetica et statistica medica [Acta 
genet. (Basel)] 8, 50-56, 1958. 1 fig., 5 refs. 


The consequences are examined of a hypothesis which 
proposes a single partially dominant gene as the genetical 
basis of schizophrenia. It is shown that a simple rela- 
tionship connects gene frequency and rate of manifesta- 
tion in the heterozygote, if the frequency of schizophrenia 
in the general population is held constant; a series of 
values for these two variables has been calculated, when 
the frequency of schizophrenia is taken as 0-008. The 
expectation of schizophrenia in certain classes of relatives 
of schizophrenics also varies with the gene frequency 
and with the manifestation rate, but in a complex way 
such that, between high values at the extremes of com- 
plete dominance and complete recessivity, not inter- 
mediate values but minima are found. The observed 
frequencies of schizophrenia in the sibs of schizophrenics, 
in the children of one schizophrenic parent, and in the 
children of two schizophrenic parents, are compatible 
with this theory, and would correspond with a manifesta- 
tion rate in the heterozygote of about 0-26 and a gene 
frequency of about 0-015.—{Author’s summary.] 


167. Relatives of Phenylketonuric Patients 

J.H. THompson. Journal of Mental Deficiency Research 
|J. ment. Defic. Res.] 1, 67-78, Dec., 1957 [received April, 
1958]. 2 refs. 


In a study at the Northgate and District Mental Defici- 
ency Hospital, Morpeth, Northumberland, a higher 
incidence of mental disorder of varying kinds was en- 
countered among the close relatives of 8 patients with 
phenylketonuria than among the relatives of 8 control 
patients of similar mental grade who were not phenyl- 
ketonuric. It is suggested that this difference is due to 
the fact that heterozygotes for the phenylketonuric gene 
are more susceptible to mental illness than other people. 

H. Harris 


168. Autosomal Recessive Inheritance of Duchenne-type 
Muscular Dystrophy 

H. W. KiLoeprer and C. TALLEY. Annals of Human 
Genetics [Ann. hum. Genet.] 22, 138-143, Feb., 1958. 
2 figs., 5 refs. 


From Tulane University School of Medicine and 
Charity Hospital of Louisiana, New Orleans, the authors 
teport 8 cases of muscular dystrophy (3 in males, 5 in 
females), 7 of which occurred in members of one family, 
While the other, in a female, was an isolated case. The 
pattern of inheritance of the disease in the larger family 
Clearly indicated transmission as an autosomal recessive 
character. Brief clinical notes on the 8 cases are given, 


and the authors claim that they could not be distin- 
guished by age of onset, clinical manifestations, or course 
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from typical cases of the Duchenne (pseudohypertrophic) 
type of muscular dystrophy. The authors agree with the 
suggestion of previous workers that most cases of this 
type occur in males and are the result of a sex-linked 
recessive gene. However, they consider their experience 
to indicate that in a proportion of cases of this type the 
condition is inherited as an autosomal recessive character 
and that it is this type of genetic mechanism which 
accounts for the occasional appearance of Duchenne- 
type muscular dystrophy in females. 

[The age of onset of the disease in the authors’ cases 
was somewhat later than that usually observed in typical 
cases of the Duchenne type in males, and it would be 
equally valid to argue that because these cases showed 
autosomal recessive inheritance they were in fact cases 
of limb-girdle muscular dystrophy of unusually late 
onset and not of the Duchenne type at all. This problem 
will not be solved until some biochemical means is found 
of distinguishing the various forms of muscular dystrophy 
with certainty.] John N. Walton 


169. Carcinoma of the O0csophagus with Keratosis 
Palmaris et Plantaris (Tylosis). A Study of Two Families 
W. Howe -Evans, R. B. MCCoNNELL, C. A. CLARKE, 
and P. M. SHEPPARD. Quarterly Journal of Medicine 
[Quart. J. Med.] 27, 413-429, July, 1958. 6 figs., 13 
refs. 


Although keratosis of the palms and soles (tylosis) is 
generally regarded as a comparatively trivial disorder, 
this report from the University of Liverpool describing 
two (possibly related) families with the disorder suggests 
that it may have a sinister significance. Tylosis occurs 
in both families in the usual pattern of an autosomal 
dominant inheritance. In the first family there are at 
least 42 affected members in five generations and at least 
12 of them also had carcinoma of the oesophagus, while 
the 4 generations of the second family contained 9 
affected members, of whom 5 also had carcinoma of the 
oesophagus. One other member of the second family 
who died from carcinoma of the oesophagus may also 
have had tylosis. Death as a result of the carcinoma 
occurred at various ages ranging from 29 to 63. The 
carcinomata which were examined histologically were 
squamous-celled; there was no evidence that they arose 
on abnormal mucosa. It is calculated that from 70 to 
90% of tyolitic subjects in these families will develop 
carcinoma of the oesophagus, and the importance of 
persons at risk avoiding over-indulgence in alcohol and 
tobacco is stressed. Tylosis is fairly common, but no 
other example of its association in a family with car- 
cinoma of the oesophagus has been recorded. The 
authors suggest that the most likely explanation is a rare 
mutation of the gene for tylosis, but it is not impossible 
that an environmental factor could be acting on the 
* normal ”’ tylotic gene. G. C. R. Morris 
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170. The Effect of a High Natural Fluorine Content of 
the Drinking Water on Some Indices of the Health of the 
Adult Population. Bog Cc BBICO- 
KHM COMepKaHHeM Topa Ha HEKOTOPbIe NoKasaTenH 
SMOpOBbA BSpocnoro HaceeHHA) 

V. A. KniZntkov. [ueuena u Canumapua [Gig. i 
Sanit.} 23, 18-23, No. 8, Aug., 1958. 18 refs. 


The author presents another contribution to a series 
of studies comparing the morbidity and mortality in 
towns in the U.S.S.R. having water supplies containing 
different concentrations of fluorine. The present study 
deals with Séuéinsk and Kokéetav, two towns situated in 
northern Kazakhstan, in which the water supplies have 
fluorine contents of 3-4 to 4 mg. and 0-9 mg. per litre 
respectively, but otherwise possess similar physical 
features. 

An examination of over 100 adult inhabitants of each 
town (222 in all) revealed fluorosis of the teeth in 33% 
of the sample from the former town but in none from the 
latter. Investigation of the neuromuscular system, the 
blood (including determination of haemoglobin value, 
leucocyte count, clotting time, and phagocytic activity), 
and the blood pressure revealed no excess incidence of 
abnormal findings in either town. The mortality statis- 
tics for the past 10 years were slightly more favourable in 
the town with the higher water fluorine content, as was 
also the case in regard to mortality from individual 
diseases, such as cancer, tuberculosis, and cardiovascular 
disease, during the period 1950-4. The morbidity rate 
of a wide range of diseases was also generally slightly 
more favourable in Séuéinsk. 

The author concludes that in addition to its beneficial 
effect in the prevention of dental caries fluorine may 
have other virtues, and he advises further study of the 
action of fluorine on the body. Basil Haigh 


171. Mortality from Cardiovascular Diseases in Various 
Countries, with Special Reference to Atherosclerotic Heart 
Disease. A Preliminary Analysis 

R. R. Purrer and L. J. VeRHoesTRAETE. Bulletin of the 
World Health Organization [Bull. Wid Hith Org.} 19, 
315-324, 1958. 3 figs. 


The data on mortality from cardiovascular diseases, 
by sex and age, among persons aged over 40 years in 
24 countries (13 European, 7 American, with Australia, 
New Zealand, Israel, and Japan) were analysed for the 
purpose of demonstrating geographical variations. In 
accordance with the system adopted in the International 
Statistical Classification of Diseases, Injuries, and Causes 
of Death, these causes were divided into four groups: 
(1) arteriosclerotic and degenerative heart disease; (2) 
vascular lesions affecting the central nervous system; 
(3) other diseases of the heart; and (4) certain other 
diseases of the circulatory system (chronic rheumatic 
heart disease, hypertension). 


Industrial Medicine 

In the 12 countries with the highest death rates for 
cardiovascular diseases (ranging from 975 to 1,332 per 
100,000 population) the distribution among the four 
groups was similar. In all except 2 countries the 
causes named in Group 1 were responsible for more than 
half the deaths. In the U.S.A. and Canada more than 
three-quarters of the deaths were due to arteriosclerotic 
heart disease, while in other countries the proportion 
was much lower; in addition, between one-quarter and 
two-fifths of the cardiovascular mortality was due to 
vascular lesions affecting the central nervous system. 
However, in the 12 countries with the lower cardio- 
vascular death rates the distribution among the four 
groups varied greatly; thus in all these countries except 
the Netherlands less than half the mortality was attributed 
to the causes in Group 1. In France only 15°% of the 
cardiovascular mortality was attributed to Group 1 and 
42% to Group 3, whereas in Japan, where the figures 
for Groups 1 and 3 were low, over two-thirds of 
the cardiovascular mortality was due to vascular lesions 
(Group 2). In the countries with the lowest reported 
death rates for cardiovascular diseases (Latin America), 
such rates are considered to be undoubtedly affected by 
the lack of medical facilities and incomplete registration. 

In discussion it suggested that these differences may be 
statements of fact, but it is also possible that they are 
due to discrepancies in terminology and in classification; 
for instance, in France (and in countries influenced by 
the French school) it is probable that deaths which are 
really due to causes in Group 1 have been entered under 
Group 3 or under “ other and unspecified diseases of 
the heart”. A similar problem is presented by Japan. 
The authors conclude that this study underlines the need 
for improved data, for investigation of the underlying 
causes of death, and for securing comparability in 
classification. F. T. H. Wood 


172. The Clinical Diagnoses of the Causes of Death and 
Their Reliability. [In English] 

E. WAALER and M. GrimstvepT. Acta pathologica et 
microbiologica Scandinavica [Acta path. microbiol. scand. 
43, 330-338, 1958. 9 refs. 


An analysis is presented of the clinical diagnosis of 
cause of death in the 783 cases in which malignant disease 
was found at necropsy at the Gade Institute, University 
of Bergen, during the period 1946-55. It is estimated 
that in Bergen necropsy is performed in about 30% of 
all cases in which death is certified as due to malignant 
disease; although this proportion varies with the site of 
the tumour, it rarely exceeds 50%. It was therefore 
considered that a study of the frequency with which 
diagnostic error was revealed by necropsy would throw 
some light on the probable reliability of official mortality 
statistics. In 492 cases (63°%) the clinical diagnosis was 
classified as “correct”, the clinician having demon- 
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strated or suggested the site of the primary tumour as 
subsequently revealed at necropsy. In 82 cases (11%) 
the clinical diagnosis was classified as ‘* doubtful’, two 
or more possible primary sites having been suggested by 
the clinician but no final decision made. In 147 cases 
(199%) the clinical diagnosis was classified as “‘ wrong ”’, 
the condition having been recorded as non-malignant or 
an incorrect site indicated for the primary tumour. In 
49 cases malignant disease was an incidental finding at 
necropsy and had not been the principal cause of death 
and in 13 cases the site of the primary tumour was not 
found at necropsy, although secondary growth was 
present. In the group with “ correct ” clinical diagnosis 
the average stay in hospital before death was 34 days, in 
the ‘“‘ doubtful’ group 19 days, and in the “‘ wrong”’ 
group 24 days. The accuracy of the clinical diagnosis 
varied with the site of the tumour and depended upon 
the ease of access to it. Thus more than 95% of the 
cases of cancer of the uterus, breast, and oesophagus 
and of leukaemia were correctly diagnosed by the 
clinician, compared with less than one-third of the 
cases of cancer of the pancreas, kidney, and liver. 

In the light of these findings the authors discuss the 
probable degree of accuracy of official mortality statistics 
in Norway, where each year there are about 30,000 
deaths and only 4,000 post-mortem examinations. 
They estimate that the primary site of malignant disease 
is likely to be correctly stated in 60°%% of cases only, but 
point out that other workers have suggested that the 
clinical diagnosis is more iikely to be wrong in cases of 
cancer than in cases of non-malignant disease. 

E. A. Cheeseman 


IMMUNIZATION AND EPIDEMIOLOGY 


173. Antivaccinial Gamma-globulin in Smallpox Pro- 
phylaxis 

E. R. Pemce, F. S. MELVILLE, A. W. Downir, and M. J. 
DuckworTH. Lancet [Lancet] 2, 635-638, Sept. 20, 
1958. 4 figs., 5 refs. 


Between March and May, 1958, 6 cases of variola 
major, including a fatal case of haemorrhagic smallpox, 
were seen on Merseyside. The first patient, an Asiatic 
seaman who had been infected in Bombay, was trans- 
ferred to a smallpox hospital immediately on arrival at 
Liverpool. The second patient, an unvaccinated boy 
aged 1 year 11 months, lived with his family in a house 
about 400 yards from the hospital. In both cases the 
disease was severe and the rash semi-confluent. The 
third and fourth patients were respectively the boy’s 
Sister, aged 6, who had never been vaccinated, and the 
boy’s grandmother, aged 73, who had been vaccinated 
only in infancy. As they had been heavily exposed to 
infection it was decided to vaccinate them and also to 
administer gamma globulin prepared from the serum of 
vaccinated adults. The gamma globulin had been 
tested for variola neutralizing antibody by the chorio- 
allantoic membrane technique of McCarthy and Downie. 
It was dissolved in distilled water and given intramuscu- 
larly in a dosage of 1 to2 g. A mild infection occurred 
in these 2 cases 7 days after vaccination, the mildness 
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of the disease being considered to be due to the gamma- 
globulin injections which had been administered on the 
day after vaccination. There were no obvious lesions in 
the mouth of either patient and the virus was not 
recovered from garglings. Mild infection occurred in 
a woman who had been vaccinated during infancy and 
again on the day after she had been in contact with the 
second patient. In this instance the mildness of the 
disease was attributed to the vaccinations. 

A. Garland 


174. Three Years’ Experience with Poliomyelitis 
Vaccine in Ontario, 1955-57 
W. G. Brown, G. K. Martin, B. HAnnag, A. J. 
Ruopes, and N. A. LasBzorrsky. Canadian Medical 
Association Journal (Canad. med. Ass. J.] 79, 155-162, 
Aug. 1, 1958. 4 figs., 8 refs. 


During the 3-year period 1955-7 an intensive polio- 
myelitis vaccination programme was carried out in 
Ontario, Canada, more than 1,800,000 children under 
18 years of age receiving two or more injections of 
poliomyelitis vaccine without ill effect. In this paper a 
study is reported of the effect of this intensive vaccination 
programme on the incidence of poliomyelitis and similar 
infections in each of the 3 years. It was found that 
except for 1955, when few cases occurred in the country 
as a whole, there was a very significant reduction in the 
incidence of paralytic poliomyelitis in vaccinated child- 
ren compared with the unvaccinated. An interesting 
finding was that proven non-paralytic poliomyelitis was 
very rare except in areas where the paralytic form of the 
disease was prevalent. In some instances a condition 
which in the past would have been regarded as non- 
paralytic poliomyelitis was proved to be quite un- 
related to that disease. Poliomyelitis virus was not iso- 
lated in these cases, but in 70 out of 94 a cryptogenic 
virus other than poliomyelitis virus was isolated by 
tissue culture of the faeces. John Fry 


175. The Epidemiology of Q Fever in Great Britain 
B. P. MARMION and M. G. P. Stoker. British Medical 
Journal (Brit. med. J.] 2, 809-816, Oct. 4, 1958. 3 figs., 
bibliography. 


The occurrence of Q fever in Great Britain was first 
reported in 1949. Since then the epidemiology of the 
disease in this country has been extensively studied by 
the authors, under the auspices of the Medical Research 
Council and the University of Cambridge, and by various 
other workers. The results of these investigations, to- 
gether with some fresh information, are here reviewed 
and analysed. 

It has been demonstrated that the disease is wide- 
spread in Great Britain, although an accurate estimate 
of its prevalence is not possible on account of the 
indefinite clinical picture. However, it is clear that the 
rate of infection varies in different parts of the country, 
being higher in Kent than in any other area. 
causative agent, Rickettsia burneti, has been isolated 
from the milk of cows and goats and from the placenta 
and wool of sheep. It has also been found in specimens 
of the sheep tick Haemaphysalis punctata from an in- 
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fected flock in the Romney Marsh, but not in specimens 
of Ixodes ricinus from Cumberland and Scotland or 
Dermacentor reticulatus from Devon. While examina- 
tion of the organs of wild birds, mice, rats, shrews, and 
moles for the presence of R. burneti has always given 
negative results, complement-fixation tests have in some 
cases given positive results with serum from domestic 
hens. Although Q fever is often regarded as an occu- 
pational disease of farmers, farm workers, shepherds, 
slaughterhouse workers, and veterinary surgeons, evi- 
dence of infection has been found in all sections of the 
community, outbreaks occurring mostly in the spring 
and autumn. Cattle and, to a lesser extent, sheep 
appear to be the principal reservoirs of infection, raw 
milk being probably the main vehicle whereby it is trans- 
mitted to man. Franz Heimann 


176. School Epidemics of Tuberculosis. (Les épidémies 
scolaires de tuberculose) 

R. MANpe, A. HERRAULT, P. Lousry, and C. BouCHET. 
Semaine des hépitaux de Paris [Sem. Hép. Paris] 34, 
1837-1842, June-July, 1958. 21 refs. 


During the past 8 years 25 “school epidemics of 
tuberculosis ” or, more exactly, cases of collective con- 
tamination with tuberculosis of children in a class or 
school, have occurred in different districts of France, the 
number of school-children involved amounting to about 
2,000. Since the number of children undergoing annual 
examination is some 250,000, the incidence of tuber- 
culous infection contracted in school is extremely low. 
In 19 of the 25 incidents it was possible to identify the 
source of infection, the person responsible being a teacher 
in 10 cases, a scholar in 8 cases, and a member of the 
auxiliary staff in one case. The authors recommend that 
intensive educational propaganda be carried out among 
teachers and parents, with thorough annual examination 
of school staffs and tuberculin testing of school-children 
once or twice a year, tuberculin-negative children being 
vaccinated with B.C.G. Franz Heimann 


177. Coxsackie Virus Myocarditis of the Newborn. 
Epidemiological Features 

A. Kipps, W. pu T. NAupé, P. Don, and E. D. Cooper. 
Medical Proceedings [Med. Proc.] 4, 401-406, June 14, 
1958. 3 figs., 7 refs. 


A study, reported from the University of Cape Town, 
South Africa, of the epidemiology of two epidemics of 
Coxsackie-virus myocarditis involving 9 infants in a 
maternity home in Cape Town during 1957 revealed that 
these were but circumscribed incidents in a widespread 
epidemic of Coxsackie-virus infections among the general 
community. The probable source of infection on each 
occasion was a pregnant mother with Bornholm 
disease admitted during the incubation period of the 
illness. On both occasions the suspected mother was 
shown to have serum antibody titres to the causal virus, 
and it was isolated from the faeces on one of them. In 
an attempt to determine the extent of infection in the 
hospital the faeces of all the nurses, mothers, and babies 
were examined; this revealed that one nurse was a 
healthy carrier excreting a Group-B, Type-3 Coxsackie 


virus, similar to that which had been responsible for the 
epidemics. 

The concept of the greater susceptibility of newborn 
or very young infants to Coxsackie-virus myocarditis 
gains some support from the observation that only those 
infants who were born after the first case in each out- 
break was noted became ill or infected, whereas all 
those born before that date showed no disease and no 
virus was isolated from their faeces, although all were 
nursed in the same conditions in a common nursery. 
The ages at which the infants first became ill varied from 
5 to 8 days. The possibility of intra-uterine infection 
was excluded in at least 7 of the 9 patients by the absence 


of virus excretion or of antibody production in the — 


mothers of these infants. D. Geraint James 
[See also Abstracts 13, 16, and 34.—EpirTor.] 


178. Salmonella typhimmium Infection Dust-borne in 
a Children’s Ward 

J. G. Bate and U. James. Lancet [Lancet] 2, 713-715, 
Oct. 4, 1958. 6 refs. 


The authors report that 7 outbreaks of gastro-enteritis 
caused by Salmonella typhimurium, Phage Type 2, 
occurred in an infants’ ward of the Princess Louise 
Kensington Hospital for Children, London, over the 
1l-month period December, 1956, to November, 1957. 
Although the first infection was probably introduced by 
a child from another hospital, who was later shown to be 
an intermittent excretor of the organism, and in the 
second and third outbreaks one nurse, 2 orderlies, and 
2 hospital porters were found to be excretors, the pattern 
of spread clearly indicated that the infection was not 
being disseminated by a human carrier. Neither was 
food deemed responsible, as the babies were milk-fed 
from a central milk kitchen under bacteriological control. 
Some environmental factor was therefore sought. 

During investigations no S. typhimurium was found in 
floor dust swept by broom, but examination of the dust- 
bag of the floor polisher revealed a high concentration of 
S. typhimurium in the contained dust; the organism was 
shown to remain viable for as long as 10 months after 
the last case had been discharged. The suction cleaning 
and polishing apparatus was therefore fitted with dis- 
posable paper dust-bags and since then there has been 
no further case of S. typhimurium infection at the hospital. 

R. R. Willcox 


179. Blankets and Infection. Wool, Terylene, of 
Cotton? 

H. ScHwaBacuer, A. J. SALSBURY, and W. J. FINCHAM. 
Lancet [Lancet] 2, 709-712, Oct. 4, 1958. 5 figs., 6 
refs. 


In spite of careful control of antibiotic treatment 25 
cases of infection with erythromycin-resistant staphylo- 
cocci occurred in the Watford group of hospitals during 
the first 7 months of 1958. In an effort to trace the 
method of spread of the infection a trial was arranged 
in which special attention was paid to the type of blan- 
kets used and the effects of frequent washing, the results 
in an experimental ward and a control ward over a 5- 
month period being compared. 
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A considerable fall in the airborne bacterial count 
(registered on plates exposed for 4 hours, including a 
period of bed-making) in the experimental ward was 
noted when cotton blankets were substituted for woollen 
ones, and a similar but less marked fall when “ terylene ”’ 
blankets were used. With woollen blankets the total 
bacterial count in the air was consistently lower when 
freshly laundered blankets (that is, washed and disin- 
fected with quaternary ammonium compounds) were 
provided for each new patient, rather than arbitrarily 
at the discretion of the ward sister. The most striking 


reduction was in the count of Staphylococcus aureus,’ 


Phage Type 80, only 4% of the coagulase-positive 
staphylococci being of this phage type in the experimental 
ward as compared with 27% in the control ward. 
Streptococci and clostridia were little affected. Fur- 
ther, no cross-infection was noted when cotton blankets 
were used. It is concluded that cellular cotton blankets 
are to be preferred to terylene blankets because of their 
harder wearing and non-fluff properties. After the first 
washing cotton blankets do not produce the fluff which 
seems to be a major factor in the spread of infection. 
It is therefore recommended that new cotton blankets be 
washed before use. 

In a supplementary study (still in progress) small 
squares of new woollen blankets were shown to harbour 
viable Staph. aureus, Phage Type 80, for as long as 30 
days, whereas these organisms survived on similar 
squares of cotton blankets for only 7 days. 

[The inferences to be drawn from this paper are at 
variance with those of Pressley (see Abstract 180).] 

R. R. Willcox 


180. The Fibre Composition of Hospital Dust 
T. A. Presstey. Lancet [Lancet] 2, 712-713, Oct. 4, 
1958. 1 fig., 18 refs. 


In an investigation of the composition of hospital dust 
carried out at the Australian Wool Textile Research 
Laboratories dust from three hospitals in the Melbourne 
area was collected by means of a suction apparatus, which 
is fully described. 

Bacteriological examination showed that Staphylococ- 
cus aureus Was present in 12 of 14 samples of dust tested. 
All-woollen blankets were used in one hospital and wool- 
cotton union blankets in the other two. Analysis by 
selective staining of the fibres in the airborne dust showed 
that they nearly all consisted of pure cellulose; nor 
were all the protein fibres found derived from wool, 
but included also fragments of feather and fur, indicating 
that some of the fibres may have come from clothes. 
It is assumed that the cellulose fibres came mainly from 
Sheets, blankets, towels, dressings, and the clothes of 
the staff and visitors. The author concludes that cross- 
infection with Staph. aureus is primarily due to the trans- 
fer of bacteria by some agency other than the fluff from 
blankets, and that the replacement of woollen blankets 
by those of some other material, or such measures as 
the oiling of blankets, is unlikely to reduce cross- 
infection. 

[These conclusions differ from those expressed in the 
Preceding paper (see Abstract 179).] 

R. R. Willcox 
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181. The Biological Action of Fiberglas-plastic Dust. 
An Experimental Inhalation Study of the Dust Generated 
in the Manufacture of Automobile Body Parts from a 
Commercial Product with a Calcium Carbonate Filler 

G. W. H. Scuepers, T. M. DurKAN, A. B. DELAHANT, 
A. J. Repuin, J. G. Scumipt, F. T. Creepon, J. W. 
JACOBSON, and D. A. Batwey. A.M.A. Archives of 
Industrial Health [|A.M.A. Arch. industr. Hlth] 18, 34-57, 
July, 1958. 16 figs., 8 refs. 


Glass fibre has long been used in industry, and this 
paper, from ‘the University of Michigan, describes an 
experimental investigation of the biological action of 
the dust of a product with the commercial name of 
** fiberglass-reinforced calcium carbonate filled polymer- 
ized polyester resin ’’ which is used in the manufacture of 
motor-car bodies. Observations were made on 140 
guinea-pigs, 36 rats, and 12 rabbits which were exposed 
to inhalation of this dust in particles less than 10 » and 
in an average concentration of 338 million per c. ft. 
(11,830 million per c. metre) and killed after various 
intervals, the results being compared with those in groups 
of similar animals not exposed to the dust, and also with 
those in 100 guinea-pigs exposed to quartz dust; the 
methods are described. 

The animals exposed to fibreglass dust showed no 
excess mortality and no impairment of somatic growth, 
and even in the rats—a species usually very susceptible 
to dust—the lesions were limited and benign. The 
radiological changes observed were those characteristic 
of exposure to inert dusts, and when the exposure was 
ended these changes underwent resolution. Histo- 
logically, during the first 4 months of exposure 
emphysema occurred in the form of dilated alveolar sacs, 
with accompanying isolated foci of collapse in the apical 
zones. The granulomatous foci comprised two cellular 
components, namely, intramural infiltration by lympho- 
cytes, plasma cells, and macrophages and intra-alveolar 
multinucleated giant-cells and macrophages; these 
pseudogranulomata regressed after 9 months. Later 
there was some hyperplasia of the muscularis coat, with 
peribronchial reaction and, in rare instances,'a lower 
grade of adventitial fibrosis occurred after about 6 
months’ exposure. Later still there was focal peri- 
bronchiolar accumulation of dust-filled multinucleated 
giant cells, these lesions being progressive; glass fibres 
as such could not be distinguished. Chemical analyses 
showed that although silica accumulated progressively 
in the lungs, the rate of increase was relatively slow; 
the highest concentration of silica-was obtained after 24 
months of continuous exposure. 

In further experiments carried out on guinea-pigs 
infected with tuberculosis it was found that the inhaled 
fibreglass—plastic dust only sporadically and moderately 
stimulated the tuberculous infection, and that the 
increased response was self-limiting despite continued 
exposure to the dust. These enhanced tuberculous 
lesions showed no features to suggest that they would 
not have responded to the available chemotherapeutic 
agents. It was noted that the tuberculous process 
retarded and diminished the pneumoconiotic response. 


the 
orm 
litis 
Ose 
all 
no 
/ere 
ery. 
om 
ion 
nce 
the 
in 
15, 


60 


The authors suggest that a tentative tolerance limit of 
1 mg. of fibreglass—plastic dust per c. ft. (35 mg. per c. 
metre) of air should not be exceeded in factories, that 
periodic examination of exposed personnel would enable 
early pneumoconiotic lesions to be detected, and that 
examination of new workers before employment would 
obviate the risk of exposing tuberculous subjects to the 
dust. Kenneth M. A. Perry 


182. Changes in the Upper Respiratory Tract in 
Workers in the Glass Industry. (Sulle alterazioni a 
carico delle prime vie aeree nei lavoratori dell’ industria 
vetraria) 

G. OpaGuia and A. Ortrosont. Folia medica [Folia 
med.] 61, 691-704, July 7, 1958. 3 figs., 23 refs. 


From the Institute of Industrial Medicine and the 
Ear, Nose, and Throat Clinic of the University of Genoa 
the authors give details of a case of perforation of the 
nasal septum in a man who had worked for 22 years in 
a small Ligurian glass factory. Subsequent examination 
of glass-workers, including one woman, revealed various 
degrees of chronic inflammation of the upper air passages, 
but without septal perforation. Biopsy of the mucosa 
in an area adjacent to the perforation in the first case 
showed there to be considerable distortion of the epi- 
thelial pattern, and the authors discuss exhaustively the 
aetiology of the lesions, and especially of the septal 
perforation, with particular reference to the part that 
arsenic trioxide may play, particularly when combined 
with sodium carbonate as in the usual glass “‘ mixes ”’. 

In addition to general preventive measures aimed at 
dust prevention and removal, the use by glass-workers 
of loose cotton-wool nasal plugs to trap the dust and 
protection of the nasal mucosa by ointments, notably 
those with a base of soft paraffin and cod-liver oil, are 
advised. W. K. Dunscombe 


183. Pneumoconiosis of Coal-miners in Three Northum- 
brian Collieries 

R. A. McCatium and D. J. British Journal of 
Industrial Medicine (Brit. J. industr. Med.] 15, 178-187, 
July, 1958. 4 figs., 7 refs. 


This paper from King’s College (University of Dur- 
ham), Newcastle upon Tyne, reports a study of the 
prevalence of pneumoconiosis in coal-miners working in 
three pits in the Northumberland coalfield. It consisted 
of a radiological examination, using large films, of 2,898 
men (representing an 85°% response) and was similar to 
that carried out earlier in the Durham coalfield 
(McCallum and Browne, Brit. J. industr. Med., 1955, 12, 
279; Abstr. Wild Med., 1956, 19, 495). It was found that 
24-8°% of the men had pneumoconiosis of radiological 
Category 1 or higher, and 11% pneumoconiosis of 
Category 2 or higher; however, progressive massive 
fibrosis (P.M.F.) was found in only 13 men (0-5°%%) and 
in all cases was of Category A. These percentages are 
below those observed in the Durham survey, where the 
over-all incidence of pneumoconiosis was 32°%, that of 
Category 2 and over being about double (22°%) and the 
incidence of P.M.F. five times as great; on the other 
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hand in Northumberland there was about 5% more 
pneumoconiosis of Category 1. 

The authors conclude that the prevalence of pneumo- 
coniosis in Northumberland does not reach the same 
level as that in Durham until 5 to 13 years later and stil] 
later that in the Rhondda Fach; however at 60 years 
of age the prevalence is similar in all three areas, 
possibly because there is less disabling pneumoconiosis 
in Northumberland. Among the reasons advanced to 
explain the higher prevalence of pneumoconiosis found 
in the Durham survey are the more friable coal and the 


higher proportion of low seams worked in that coalfield. 


Finally the authors draw attention to the fact that pneu- 
moconiosis of Categories 1 and 2 was observed among 
blacksmiths and screeners who had worked for less than 
6 months at the coal-face and they suggest that the 
dustiness of these jobs requires control. R. E. Lane 


184. Pneumoconiosis in Iron-ore Miners. (La pneumo- 
coniose des mineurs de fer) 

R. Even and C. Sors. Journal frangais de médecine et 
chirurgie thoraciques [J. franc. Méd. Chir. thor.] 12, 
374-387, 1958. 6 figs. 


In 1954 one of the authors published the results of an 
analysis of 20,000 radiographs from iron-ore miners in 
France (Even, Presse méd., 1954, 62, 1575). He con- 
cluded that pneumoconiosis occurred after 15 to 20 
years’ occupational exposure to iron-ore dust, but was 
unable to determine whether the pneumoconiosis in such 
cases was siderosis, silicosis, or sidero-silicosis. As a 
contribution to the elucidation of this problem the authors 
now record the details of the histological appearances 
and chemical analysis of lung tissue in a series of 12 
fatal cases. Evidence of siderosis was present in all 
cases, and in 6 it was combined with silicosis. Accord- 
ingly they conclude that the form of pneumoconiosis 
occurring among these iron-ore miners is either siderosis 
or sidero-silicosis. A, Meiklejohn 


185. Industrial Dermatitis in the Coal-miner 

O. P. Epmonps. British Journal of Industrial Medicine 
[Brit. J. industr. Med.| 15, 188-192, July, 1958. 1 fig., 
3 refs. 


The author has reviewed the cases of 330 coal-miners 
from five pits in the Midlands who had been certified as 
suffering from industrial dermatitis during the preceding 
17 years, the object being to assess the degree of recovery 
and also the effect of such dermatitis on working capacity. 
Inquiry showed that 82 (24-9°%) of the men had left the 
pits and could not be traced. The remaining 248 were 
classified according to type of work as follows: face- 
workers (165), other underground workers (65), and 
surface workers (18), giving incidences of 49-6, 19-5, 
and 10-4 respectively per 1,000 similar workmen at risk. 
The distribution of the dermatitis on the body was 
broadly similar for the three groups, but face-workers 
tended to have more extensive and more persistent 
lesions. 

Subsequent history showed that a return to the former 
type of work did not appear to have any influence on 
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the percentage of men complaining of recurrences. In 
each group just over half of the men reported no further 
skin trouble. R. E. Lane 


186. The Emotional Stability of Miners with Nystagmus 
J.S. Lion. British Journal of Industrial Medicine [Brit. 
J. industr. Med.| 15, 204-206, July, 1958. 1 fig., 13 refs. 


Sixty-seven men suffering from coal-miners’ nystag- 
mus and the same number of control miners were com- 
pared on a battery of objective tests of emotional 
instability. On four out of six tests the men with 
nystagmus scored significantly more neurotic responses 
than the controls. All six tests showed a difference in 
the expected direction between the two groups. It was 
found that the men with nystagmus were not less sociable 
than men without the disease. Neither the severity of 
the disease nor its duration correlated with emotional 
instability. 

This study confirms the view that men with nystagmus 
are more emotionally unstable than men without the 
disease.—[Author’s summary.] 


187. Lesions of the Skin in Process Workers Caused by 
Contact with Butyl Tin Compounds 

W. H. Lyte. British Journal of Industrial Medicine 
[Brit. J. industr. Med.| 15, 193-196, July, 1958. 6 refs. 


The recent catastrophe reported from France (Brit. 
med. J., 1958, 1, 515) in which 102 persons died and many 
others suffered permanent neurological damage as the 
result of taking orally a preparation of diiododiethyl 
tin has prompted the author to describe the skin lesions 
seen among workers exposed to dibutyl and tributyl tin 
compounds, which are used as “stabilizers” in the 
manufacture of plastics and silicones, and also as fungi- 
cides in the paper, paint, and timber industries. 

In the course of manufacturing these organo-tin com- 
pounds chemical burns may occur. The author 
describes two types of lesion. (1) The first is an acute 
lesion, occurring most commonly on the face, hands and 
wrists, resulting from a disregarded splash of the liquid 
tin. More severe lesions on the hands may occur when 
the workmen either fail to wear their polyvinyl chloride 
gloves or wear gloves which have developed a leak. The 
acute lesion was studied in detail by painting tributyl tin 
monochloride on the backs of the hands of 5 volunteer 
subjects. The lesion takes the form of an itching folli- 
culitis, the inflamed follicles later becoming pustules 
which dry up in 3 or 4 days. (2) The second type of 
lesion appears in a subacute form and is manifested as 
an itching erythematous eruption affecting the lower 
abdomen, groins, and perineum; it is due to prolonged 
contact between the skin and clothes moistened with 
alkyl tin vapour or liquid. Every man at risk at the 
plant described by the author suffered in some degree 
from this condition. Removal of the workman from 
contact with the compounds resulted in rapid healing. 
Since the existence of these subacute lesions was dis- 
covered the men have been provided with polyvinyl 
chloride aprons in addition to gloves. Protective goggles 
are also worn by those at risk and only one case of con- 
junctivitis was seen during a period of one year. 


A further study was carried out on 15 men engaged 
in the most hazardous jobs in the manufacture of these 
compounds, but the results were difficult to interpret 
because some workers failed to report all burns which 
occurred. It was estimated that the incidence of burns 
was somewhat higher than one per man per 8 weeks. 
Skin testing of volunteers with dibutyl and tributyl tin . 
derivatives demonstrated considerable individual varia- 
tions in the severity of the lesions produced. 

These burns are of little significance as a cause of 
absenteeism. Cough, sore throat, and retching occa- 
sionally occurred following exposure to vapour or fumes, 
but no worker has shown evidence of illness due to 
organo-tin poisoning. The author suggests, however, 
that there may be a potential danger from percutaneous 
absorption, and the importance of protective clothing and 


education of the workers is therefore stressed. 


P. T. Main 


188. The Influence of Clothing on the Pattern and 
Severity of Burns Studied in Some Recent Colliery Fire- 
damp Ignitions 

M. N. Tempest and J. B. Atkins. British Journal of 
Industrial Medicine [Brit. J. industr. Med.] 15, 147-157, 
July, 1958. 6 figs., 9 refs. 


The authors have investigated the influence of clothing 
on burning injuries sustained in underground gas explo- 
sions in four different British coal-mines in which 66 
men in all were badly burned, 28 of them fatally. It was 
estimated that these men were exposed to burning gases 
at a temperature of at least 600° F. (315° C.) which in 
three of the accidents was maintained for approximately 
one second and in the fourth for probably about 10 
seconds. It is also considered likely that exposure to 
spent gases at a lower temperature followed and per- 
sisted for varying periods, but in none of these accidents 
was there any secondary conflagration. 

It was found that unclothed areas of the body sus- 
tained superficial burns; thus if a man were stripped to 
the waist as much as 75°% of the body surface might be 
affected. It was demonstrated, however, that in prac- 
tice the protection which might be expected from clothing 
was in fact cancelled out by the clothing itself catching 
fire, many of the more extensive and severe burns being 
due to this cause, often with the added complication of 
burns to the hands sustained in trying to put out the 
flames. It is therefore recommended that clothing (in- 
cluding gloves) covering most of body should be worn 
by miners to protect the skin from flash burns and that 
this clothing must be of low inflammability; this might 
be achieved either by using a mixture of wool and nylon 
(to reduce the danger from static electrical charges), or 
by “ flame-proofing ” other types of fabric. Trials in the 
field of clothing satisfying these requirements are now in 
progress. 

This study also revealed that 41 of the injured men 
who had been wearing regulation safety helmets suffered 
from scalp burns or head injuries, in some cases severe. 
It is urged that the present design of safety helmet should 
be reconsidered in the light of this finding. 

R. E. Lane 
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189. Occupational Hazards in the Bonemeal Industry 
R. Lams. Lancet [Lancet] 2, 151-153, July 19, 1958. 


Bone fertilizer (bone-meal), a fine dust, which is a 
product of the manufacture of animal charcoal from 
bones, is a well-known source of anthrax in animals and 
occasionally in human beings. Among workers exposed 
to the dust in a Greenock factory where bones imported 
from India and the Argentine constitute the raw material 
there were 4 cases of cutaneous anthrax over a period of 
16 months. In addition 2 workers exposed to a particu- 
larly heavy concentration of dust were admitted to Gate- 
side Infectious Disease Hospital, Greenock, in 1953 and 
1958 respectively with empyema due to organisms 
belonging to the Clostridium group. 

The first patient, a man aged 29, had a painless red 
papule on the left side of the neck. He had been employed 
carrying sacks of bone fragments to the crushing mill. 
The papule became necrotic and culture of smears of the 
serous exudate yielded Bacillus anthracis. The lesion 
regressed after a course of phenoxymethylpenicillin. 
This treatment was also successful in the second and 


third patients with cutaneous anthrax—a lorry driver — 


aged 47 and a man aged 29 who worked at the crushing 
mill. The fourth patient, a woman aged 53 who was 
employed as a sack repairer, had severe peripheral circu- 
latory failure. Treatment in this case consisted in intra- 
muscular injections of noradrenaline and hydrocortisone. 
When the patient was discharged after 5 weeks the lesions 
were granulating. 

In the 2 cases of clostridial empyema, examination of 
the pleural fluid and sputum revealed considerable 
numbers of large Gram-positive bacilli. In one case the 
organism was identified as Clostridium tertium. Both men 
had worked in an atmosphere heavily laden with bone 
dust, and repeated samples of the dust contained the 
spores of B. anthracis. Although no specific tests were 

_carried out for the presence of clostridial spores it was 
assumed that the atmosphere also contained these spores. 

{Evidently both cutaneous anthrax and clostridial in- 
fection are very real hazards in the bone-meal industry.] 

A. Garland 


190. Some Unsolved Problems in Our Knowledge of 
Vibration. (Hexotopsie HepewieHHbie B y4e- 
HHH O BHOpaunH) 

E. C. ANDREEVA-GALANINA. [Jueuena Tpyda u 
. 3adoaeeanua [Gig. Truda prof. 
Zabolev.)| 2, 3-8, No. 3, May-June, 1958. 15 refs. 


The author first discusses the relationship of the fre- 
quency of vibration to the nature of the lesions produced. 
Although vascular spasm and disorders of the sense of 
vibration result from the effect of high frequencies, no 
vibrating tool operates at a single frequency alone, but 
produces as well a series of harmonics. Lesions arising 
from low-frequency vibrating tools (for example, per- 
cussive hammers) may be the result of this harmonic 
effect or of the operation of another harmful factor, 
namely, the “kick” of the machine, which causes 
damage to nerve endings and joint cartilages. A 
coefficient of safety is recommended for vibrating tools. 
This is defined as the ratio between the permitted ampli- 


tude of vibration at a given frequency and that actually 
occurring in use. If this ratio is 4 or over the tool is 
safe, if it is 3 or less the tool should be thoroughly 
inspected, while if it is less than 1 use of the tool should 
be abandoned. 

The literature on the upper limit of frequency of vibra- 
tion causing vascular spasm is reviewed and it is pointed 
out that pathological changes may result from very high 
(ultrasonic) frequencies. The subject is highly complex, 
however, and needs further investigation. The various 
possible causes of muscular atrophy, such as nerve lesions, 
cerebral haemorrhages, degeneration of the spinal cord, 
or peripheral vascular lesions, are also considered, 
There is increasing evidence of involvement of the central 
nervous system in this process, and this is connected 
with new findings which are being acoumulated on the 
effect of generalized vibration on the body. These 
findings are of increasing importance in connexion with 
the rapid setting of concrete and work of various kinds 
either on or in association with vibrating machines. 

[This article by a leading authority on medical aspects 
of vibration is the first of a series on the subject in this 
issue of the journal.] Basil Haigh 


191. Clinical Aspects of Vibrational Disease in Riveters. 
N.B. Metuwwa. Tpyda u I] 
Sadonesanua (Gig. Truda prof. Zabolev.| 2, 28-32, No. 3, 
May-June, 1958. 7 refs. 


In this second paper dealing with the effects of vibra- 
tion the author describes the results of her investigation 
of 400 riveters working with percussive hammers having 
a vibrational frequency ranging from 2,500 to 4,600 per 
minute and an amplitude of 0-08 to 7 mm. Over one 
half of the subjects had been engaged on this work for 
10 to 20 years, and only 22 had been engaged on 
it for less than one year; the great majority of these 
workers were women aged 20 to 35 years. 

An early clinical sign of vibrational disease is an in- 
creased threshold to vibratory sensation, eventually 
developing into total loss of such sensation. Partial 
recovery is delayed after each exposure to excessive 
vibration. Pain and tactile sensation are affected later. 
Capillary tone in the fingers is affected early, being first 
manifested by spasm and later atony and paresis, with 
cyanosis of the fingers. Examination by means of 
oscillography shows asymmetry of the arterial pressures 
in the upper limbs, which, however, is not always directly 
related to the capillary changes. The vascular changes 
appear to depend on the length of exposure and the 
frequency of vibration, developing especially early in 
workers subjected to a high frequency (4,600 per minute); 
sensory defects are less pronounced in these subjects. 
Lesions affecting the brachial plexus, manifested by pain 
in the suprascapular and forearm muscles, are common 
especially in riveters using heavy (8-kg.) machines. 
Severe changes in electrical response are observed in the 
hypothenar and thenar muscles, but with no evidence of 
lesions of the nerves, suggesting a dystrophic or meta- 
bolic origin for these muscular changes. A clinical sub- 
division of the condition of vibrational disease into four 
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stages is described, and methods of treatment, including 
the use of vitamins, ganglion-blocking drugs, and physio- 
therapy are briefly outlined. Basil Haigh 


192. The Treatment of Poisoning Due to Irritant Gases. 
(Zur Therapie der Reizgasvergiftung) 

V.Lacunit. Zentralblatt fiir Arbeitsmedizin und Arbeits- 
schutz (Zbl. Arbeitsmed.] 8, 177-180, Aug., 1958. 7 figs., 
14 refs. 


Irritant nitrous fumes consisting of a mixture of nitric 
oxide (NO), nitrous dioxide (NO2), nitrous trioxide 
(N203), and nitrous tetroxide (N204) are formed when 
nitric acid or its salts come into contact with metals or 
certain organic substances, and are also produced 
during electric-arc welding and in silos rich in nitrates. 
N20; and N 204 decompose rapidly at ordinary tem- 
peratures with liberation of the especially toxic NOz, 
a yellowish-red vapour becoming reddish-brown at 
higher temperatures. 

The author, writing from the Second Medical Univer- 
sity Clinic, Vienna, states that the incidence of nitrous 
gas intoxication is high, over 150 fatal cases having been 
recorded during the first 30 years of this century. Severe 
symptoms, such as dyspnoea, cyanosis, followed by heart 
failure with collapse and pulmonary oedema, are pre- 
ceded by a latent period. Pulmonary oedema follow- 
ing extensive miliary bronchopneumonic infiltration 
(“ chemical pneumonitis ’’) may be fatal after 12 to 24 
hours, and bronchopneumonia, not clinically diagnos- 
able, may lead (though more rarely) to obliterative bron- 
chiolitis with a fatal outcome from right heart failure 
within several weeks. The maximum allowable concen- 
tration for nitrous oxide has been variously estimated at 
5 to 25 p.p.m. 

A case of severe intoxication by nitrous fumes: and its 
eventually successful treatment is described in detail, a 
point of special interest being a relapse after initial im- 
provement when steroid therapy was temporarily dis- 
continued. The patient, a man aged 53, had been 
cleaning a tank containing nitric acid and soon after 
complained of severe headache, cough, and dyspnoea; 
he showed slight cyanosis of the lips and vesicular 
breathing over the entire lung area. Radiography 
showed some increased striation; there was slight leuco- 
cytosis (15,000 per c.mm.). He was given injections of 
strophanthin, inhalations of oxygen, sodium bicarbonate, 
intravenous calcium, and doses of penicillin every 3 
hours. On the following day radiographs of the lungs 
showed more marked striation, with some nodulation, 
and the leucocytosis had increased. . Oral administration 
of prednisolone, 50 mg. daily, was followed on the 
fourth day by improvement in symptoms and pulmonary 
findings, and the patient was discharged from hospital 
with a final dose of ACTH and instructions to take 15 
mg. of prednisolone daily. However, 5 days later he 
had an attack of urticaria, and the prednisolone was 
discontinued. A rise in temperature and pain in the 
limbs, which appeared 3 days later, was diagnosed as 
influenza. A further chest radiograph taken after 2 
weeks again showed increased striation and nodulation, 
and prednisolone (40 mg. daily) and penicillin therapy 


were therefore resumed. The lung appearances, indi- 
cating interstitial pneumonia, and the leucocytosis slowly 
improved, the treatment with prednisolone being con- 
tinued for 48 days. 

The author recommends that all cases of severe intoxi- 
cation due to irritant gases should receive combined 
treatment with penicillin and prednisolone in addition 
to the usual oxygen and cardiac stimulants, and that the 
steroid therapy should be continued, in decreasing 


- dosage, until the radiological abnormalities in the lung 


disappear. Ethel Browning 


193. Arseniuretted Hydrogen Poisoning in Tank 
Cleaners 

A. T. Doic. Lancet [Lancet] 2, 88-92, July 12, 1958. 
9 refs. 


In this paper the author draws attention to the possi- _ 
bility that illnesses characterized by haemolytic anaemia, 
jaundice, and haemoglobinuria in workmen may be 
caused by arseniuretted hydrogen (arsine). Arsine is 
formed from dissolved arsenical material in the presence 
of nascent hydrogen. Sulphuric acid made from pyrites 
contains 0-2 to 0-3°%% of arsenic (calculated as arsenic 
trioxide, As203), so that arsine may be evolved when 
various metals such as zinc or iron come into contact 
with sulphuric acid containing this impurity. The 
deposit in tanks containing sulphuric acid made from 
pyrites contains much greater amounts of arsenic, even 
up to 45% by weight of As203, as was found in the second 
case described in this paper. If metallic tools are used 
in cleaning such tanks there is great danger of arsine 
being formed. In spite of the legal requirements con- 
cerning precautions to be taken when work is done in 
enclosed spaces where dangerous fumes are liable to be 
present, cases of arsine poisoning are reported from 
time to time, and 3 which occurred as a result of cleaning 
out sulphuric acid storage tanks with metallic tools are 
here described. In none of these instances had the 
managers or chemists of the firms concerned realized the 
risk, and indeed tank cleaning had been performed with- 
out special precautions for some years without mishap 
in the three factories concerned. 

All 3 patients presented with jaundice, haemoglobin- 
uria, and anaemia of variable degree. The first patient 
was anuric and died on the sixth day of illness, the kidneys 
showing nephrotic changes with precipitated haemoglo- 
‘bin or acid haematin in the tubules. The other 2 patients 
had a similar history but both recovered. Only the 
second case was correctly diagnosed at the time of the 
illness, the other 2 being diagnosed retrospectively. In 
the third case the cause of the intoxication was confirmed 
by the finding of an excessive amount of arsenic in the 
hair and nails. The author agrees that undoubtedly 
the rarity of the condition makes diagnosis difficult, 
but points out that arsine is one of the commonest causes 
of industrial toxic jaundice in peacetime and deplores 
the fact that managers and other responsible persons in 
chemical firms are too often unaware of the grave danger. 
The importance of strict adherence to the precautions 
laid down in the Factories Acts and Chemical Works 
Regulations is emphasized. W. K. S. Moore 
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194. Urine-alcohol Tests and ‘‘ Drunk-in-charge ”’: Sur- 
vey of 312 Cases 

H. J. Wats. British Medical Journal [Brit. med. J.] 1, 
1442-1444, June 21, 1958. 3 figs., 6 refs. 


The author has made a statistical examination of the 
results of determination of the alcohol content of the 
urine in 312 cases of alleged driving under the influence 
of drink. The cases covered a period of 10 years, the 
determinations being made at the South-Western Forensic 
Science Laboratory, Bristol. The urine alcohol con- 
centrations (which in the few cases in which blood only 
was available were determined by multiplying the blood 
alcohol content by a factor of 4/3) were found to be dis- 
tributed around a mean value of 300 mg. per 100 ml. 
When only cases in which accidents occurred were con- 
sidered, the mean value was lower. 

It was found that the probability of the driver being 
medically pronounced unfit to drive rose with the urinary 
alcohol concentration up to a value of 220 mg. per 100 
ml. Beyond that the probability was the same for all 
concentrations. From an analysis of the urinary find- 
ings and the results of legal proceedings in cases in which 
a plea of “* not guilty ” was entered the author concludes 
that the statistical evidence available in this series sug- 
gests that the Courts’ decisions were not influenced at all 
by evidence of urine alcohol concentrations. [In the 
abstracter’s view it is not justifiable to draw such a con- 
clusion from the analysis made. It would be fruitless to 
enumerate the variables implicit in a Court’s decision 
which such an analysis cannot possibly allow for.] 

Gilbert Forbes 


195. Investigations in a Case of Murder by Insulin 
Poisoning 

V. J. BrrkinsHAw, M. R. Gurp, S. S. RANDALL, A. S. 
Curry, D. E. Price, and P.H. Wricut. British Medical 
Journal (Brit. med. J.| 2, 463-468, Aug. 23, 1958. 1 fig., 
17 refs. 


Both accidental and suicidal overdosage of insulin 
have been adequately recorded in the literature; murder 
by this method must indeed be rare, but in such a case 
the cause of death might easily be overlooked at routine 
necropsy. 

In 1957 a male nurse was convicted at Leeds Assizes 
of the murder of his 30-year-old wife by the injection of 
insulin. This method of killing was new to English 
criminal history and naturally aroused great interest 
among those who, from day to day, are faced with this 
possibility in cases of obscure or suspicious death—and 
also among those who might be asked for laboratory 
proof of the event. It has often been said that the gly- 
colysis that occurs so soon after death would prevent 
proof of the injection of a fatal dose, as indeed it might 
under circumstances it would be unwise to disclose here. 
Suffice it to say that in this case the woman was found 
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dead in her bath at home, the immediate cause of death 
being drowning. However, she was found to have 
vomited in another room, to have been sweating heavily 
(on pyjamas left in another room), and to have widely 
dilated pupils—all features of hypoglycaemia. It was 
remembered that some water lay in the crook of the 
elbow—a fact which was sharply at variance with the 
husband’s story that, on finding her unconscious, he 
had performed artificial respiration. Syringes were 
found downstairs and re-examination of the body showed 
injection marks in the buttocks. The tissue underlying 
these marks was then—5 days after death—removed for 
analysis, and this paper consists substantially of a 
report on the methods used and the technical difficulties 
overcome in detecting, identifying, and assaying the 
insulin still present in the muscles. 

Altogether 84 units of insulin, thought to represent 
about one-third of the amount present in the body at 
death (and an unknown fraction of the total originally 
injected), was recovered from 170 g. of tissue. This 
success in the recovery of insulin, which is usually thought 
to be unstable after death, is attributed to the fixing 
effect of lactic acid in muscle, where proteolytic autolysis 
is delayed. Unfortunately no chemical or physico- 
chemical method for the identification of insulin in crude 
tissue extracts exists. Measurement therefore depended 
upon biological assay in mice and by the rat-diaphragm 
(protection) method described by Moloney and Corval 
(Biochem. J., 1955, 59, 179). The latter method, it is 
claimed, is capable of detecting less than 1 milli-unit 
of insulin. 

At Assizes, proof lay in the exclusion of other poisons 
(including ergometrine, said to have been given by the 
husband for the purpose of procuring an abortion) and 
the demonstration that extracts of tissue from the dead 
woman’s buttock (a) produced hypoglycaemia in mice 
and guinea-pigs, (b) stimulated glucose consumption by 
the isolated rat diaphragm, and (c) were made less active 
in these respects by treatment with cysteine, proteolytic 
enzymes (including pepsin and insulinase), and the 
serum of insulinized guinea-pigs and also by anaerobic 
incubation—all of which are known characteristics of 
insulin. Keith Simpson 


196. A Psychosis Caused by Benactyzin Intoxication. 
{In English] 

M. VostécHovskY. Acta psychiatrica et neurologica 
Scandinavica [Acta psychiat. scand.| 33, 514-518, 1958. 
7 refs. 


197. Acute Poisoning Associated with Inhalation of 
Mercury Vapor. Report of Four Cases 

F. T. Matrues, R. Kirscuner, M. D. ton, 
BRENNAN. Pediatrics [Pediatrics] 22, 675-688, Oct., 
1958. 10 figs., 16 refs. 
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198. The Light Zone of Anesthesia 

B. SHEINER. Anesthesia and Analgesia; Current Re- 
searches [Anesth. Analg. curr. Res.] 37, 160-166, July— 
Aug., 1958. 3 refs. 


The author briefly discusses the present-day concepts 
of depth of anaesthesia and analgesia, and then describes 
a technique of light anaesthesia employed for a number 
of surgical procedures. A total of 105 patients were 
anaesthetized with various anaesthetic agents to Plane 2, 
Stage III, anaesthesia then being allowed gradually to 
lighten until consciousness returned and the patient 
obeyed commands. Anaesthesia was maintained at this 
depth and the patient appeared to be free from pain, 
muscle relaxants being required only for opening and 
closing the peritoneum. The type of premedication 
given did not appear to have any affect on maintenance 
of the light zone of anaesthesia. The author considers 
that in this zone of anaesthesia the patient’s compensa- 
tory mechanisms remain intact. Five illustrative cases 
are described. Mark Swerdlow 


199. Intramuscular Doses of Succinylcholine as an 
Adjunct in Anesthesia 

E. T. GLowackI, AusTIN, and F. E. GREIFENSTEIN. 
Anesthesia and Analgesia; Current Researches [Anesth. 
Analg. curr. Res.] 37, 211-216, July—Aug., 1958. 2 refs. 


A study of the value.of suxamethonium given intra- 
muscularly following anaesthesia with cyclopropane and 
oxygen is reported. A total of 119 patients were divided 
into three groups receiving respectively 0-5 mg., 0-75 
mg., and 1-0 mg. of suxamethonium per Ib. (0-45 kg.) 
body weight. When apnoea or maximum respiratory 
depression occurred the lungs were ventilated with 100% 
oxygen and endotracheal intubation was carried out. 
It was found that following intramuscular administra- 
tion of suxamethonium in children apnoea occurred in 
about 2 minutes regardless of the dosage; in adults the 
time interval was a little longer. In children the time 
for return of ‘adequate respiratory ventilation ” 
ranged from 10-2 minutes with the smallest dose to 12-8 
minutes with the largest; in adults the intervals were 
slightly longer. Mark Swerdlow 


200. Regulation of Controlled Respiration: Recent Con- 
cepts Important to the Anaesthetist 

A. B. Dopxin. British Journal of Anaesthesia [Brit. J. 
Anaesth.| 30, 282-287, June, 1958. 2 figs., 39 refs. 


In this paper from the University of Saskatchewan 
College of Medicine, Saskatoon, the author makes 
Suggestions designed to help the anaesthetist to cal- 
culate and to meet the patient’s ventilatory require- 
ments. Recommended tidal volumes for patients of 
different body weights, based on height and age, and for 
different respiratory rates are tabulated, these being 
based on the assumptions that the anatomical dead-space 
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is 1 ml. per lb. (2:2 ml. per kg.) body weight, that the 
physiological dead-space may vary between 50 and 250 
ml. in emphysematous patients, and that 50 to 150 ml. 
should be allowed for dead-space in the apparatus in 
non-intubated patients when a semi-closed system is in 
use. Considerations of thoracic compliance during 
anaesthesia suggest that an inspiratory pressure of 15 
mm. Hg (or 20 cm. H20) is required, in most circum- 
stances, to deliver a tidal volume in the range of 400 to 
700 ml. in one second. [Recent work would suggest, 
however, that for the suggested respiratory rate of 16 to 
20 breaths per minute this range is too high.] Sub- 
atmospheric pressure to assist expiration is considered, 
and it is recommended that the negative phase should 
not occupy more than the first half of the expiratory 
phase, should not exceed 5 mm. Hg (6:5 cm. H2O), and 
should be used only with a dry and fully relaxed 
tracheobronchial tree. Ronald Woolmer 


201. Epidural Analgesia for Prostatectomy 
E. K. GARDNER. Anaesthesia [Anaesthesia] 13, 406- 
415, Oct., 1958. 1 fig., 5 refs. 


The author reviews the anaesthetic techniques used for 
“open” prostatectomy on 258 patients at hospitals 
of the Barnet (Herts) group in the period 1954-6. 
General anaesthesia, both with and without administra- 
tion of ganglion-blocking agents, was not entirely satis- 
factory and spinal analgesia was not appreciably better. 
Epidural analgesia was used in 70 cases and the tech- 
nique is described in some detail. Premedication con- 
sisted of 50 to 100 mg. of pethidine one hour before opera- 
tion and 12-5 to 25 mg. of chlorpromazine intravenously 
on arrival in the anaesthetic room. Epidural puncture 
was carried out at the T12-L1 interspace, the “* hanging 
drop ” method being used to locate the epidural space. 
An injection of 10 to 30 ml. of 1-25°%% lignocaine solution 
without adrenaline was given, after which the table was 
tilted head down 5 to 10 degrees. After operation the 
foot of the bed was raised; sedation was minimal. 

A comparative analysis is presented of the morbidity 
and mortality following the various forms of anaesthesia. 

Mark Swerdlow 


202. Pacatal in Neurosurgical Anaesthesia 
A. R. Hunter. Anaesthesia [Anaesthesia] 13, 379-384, 
Oct., 1958. 2 figs., 7 refs. 


Several phenothiazine compounds have been tried for 
neurosurgical anaesthesia at Manchester Royal Infirmary. 
Chlorpromazine in a dosage of 25 to 50 mg. by mouth 
3 hours before operation reduced laryngeal irritability 
and diminished the total dose of barbiturate required 
for anaesthesia. However, tachycardia and hypotension 
commonly occurred during the operation, and during 
the postoperative period hypotension and prolonged 
drowsiness were troublesome. Promethazine in a dosage 


| 
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of 25 to 75 mg. was more satisfactory during anaesthesia, 
but as with chlorpromazine drowsiness and hypotension 
made postoperative progress difficult to assess. More 
recently “* pacatal”’ (pecazine) has been given in a 
dosage of 50 to 125 mg. by mouth 2 hours before 
operation. This drug gave reasonably good preopera- 
tive sedation and when it was administered intravenously 
during anaesthesia there were no appreciable changes in 
blood pressure or pulse. Coughing was adequately 
controlled and there was no prolonged postoperative 
drowsiness. 

In view of the known granulocytopenic properties of 
pacatal the leucocyte count was determined in 50 
patients within 48 hours after operation; no tendency 
to granulocytopenia was observed. The author con- 
cludes that pacatal may prove to be valuable in neuro- 
surgical anaesthesia. Mark Swerdlow 


203. Halothane Anaesthesia. Drip-feed Administration 
in Neuro-surgical and Other Cases 

W. S. Hart. Anaesthesia [Anaesthesia] 13, 385-387, 
Oct., 1958. 


In this paper from Brook Hospital and Lewisham 
General Hospital, London, the author describes a tech- 
nique of anaesthesia for operations lasting more than 2 
hours in which halothane is given by “ drip feed” to- 
gether with nitrous oxide and oxygen. It was used in 
100 operations on adults (including craniotomy on 55 
occasions). Premedication usually consisted of 100 mg. 
of pethidine and 0-64 mg. of atropine, and anaesthesia 
was induced with 0-25 to 0-5 g. of thiopentone followed by 
50 mg. of suxamethonium. The larynx was sprayed and 
an armoured endotracheal tube was introduced. The 
lungs were inflated with nitrous oxide (7 litres), oxygen 
(3 litres), and ether until anaesthesia stabilized in Plane 
2 of Stage III, ether vapour being then replaced by 

* halothane in 1%: concentration and anaesthesia thus 
maintained. Small doses of pethidine were given or the 
concentration of halothane increased to 1-5% occasion- 
ally as required. During operations on the upper part 
of the body the table was tilted 10 to 15 degrees in the 
reverse Trendelenburg position. 

In most cases there was moderate hypotension with a 
reduction in haemorrhage. Consciousness rapidly re- 
turned and there was little nausea or vomiting. Cardiac 
arrhythmia developed in a few cases, but was not serious. 

Mark Swerdlow 


204. Postanesthetic Nausea, Retching and Vomiting. 
Evaluation of Cyclizine (Marezine) Suppositories for 
Treatment 

J. J. Bonica, W. Crepps, B. Monk, and B. BENNETT. 
Anesthesiology {Anesthesiology| 19, 532-540, July—Aug., 
1958. 9 refs. 


Despite improved anaesthetic techniques and agents, 
nausea, retching, and vomiting still occur frequently 
enough to constitute an important complication of 
anaesthesia. Out of 2,827 patients anaesthetized for a 
variety of surgical procedures at the Tacoma General 
Hospital and Madigan Army Hospital, Tacoma, Wash- 
ington, 783, or 27:7%, developed the above-mentioned 


symptoms. The highest incidence occurred after ether 
anaesthesia and the second highest after cyclopropane, 
Thiopentone alone caused the lowest rate, with nitrous- 
oxide-thiopentone next. The addition of meperidine to 
the latter increased the incidence of symptoms threefold, 
Local and field block had the lowest rate of all, while 
spinal techniques caused the highest incidence. The site, 
type, and duration of the operation were important factors 
in influencing the incidence of emetic symptoms. Upper 
abdominal and prolonged procedures caused the greatest 
incidence of nausea and vomiting, and perineal opera- 
tions and those involving the extremities the lowest. 

Of the 783 patients with such symptoms, 554 were used 
in an evaluation of the prophylactic and therapeutic value 
of cyclizine (“‘ marezine ’’), the drug being administered 
per rectum to 282 patients, while 272 received a placebo 
preparation and served as controls. Cyclizine produced 
complete or partial relief in 262, or 93°%, as compared 
with 165, or 60%, with the placebo. The incidence of 
side-effects of the treatment was minimal. 

W. Stanley Sykes 


205. Anileridine. An Evaluation of Its Use in Anesthesia 
and in Postoperative Analgesia 

I. Rirrin, H. H. WHEATON, B. SCHWARTZ, R. PREISIG, 
and M. LANDMAN. Anesthesia and Analgesia; Current 
Researches [Anesth. Analg. curr. Res.] 37, 154-159, July- 
Aug., 1958. 1 fig., 2 refs. 


Anileridine, a new synthetic analgesic, was given to 
potentiate the action of nitrous oxide in more than 300 
cases. After induction of anaesthesia with 500 mg. of 
methiural an apnoeic dose of suxamethonium was given 
and endotracheal intubation carried out. Anaesthesia 
was then maintained with nitrous-oxide—oxygen and inter- 
mittent doses of 10 to 12 mg. of anileridine. A drip 
infusion of 0-19% suxamethonium was given when 
required. It was usually easy to maintain a light plane 
of anaesthesia, but occasionally a little cyclopropane had 
to be administered. The total dose of anileridine rarely 
exceeded 37-5 mg. Gross respiratory depression was 
uncommon. 

In a series of 278 patients the potency of anileridine 
was compared with that of pethidine and other anal- 
gesics during the first 3 postoperative days. It was 


found that there was complete relief of pain in 99% of. 


cases with an average of 2-73 doses of anileridine over 
the 3-day period compared with 82° of cases given an 
average of 4:14 doses of pethidine. The results obtained 
with morphine and levorphanol were similar to those 
obtained with anileridine, and the degree of analgesia 
produced with alphaprodine was similar to that with 
pethidine. No toxic effects of anileridine were observed. 
Mark Swerdlow 


206. Liver Glycogen Alterations in Anaesthesia and 
Surgery 

H. ANNAMUNTHODO, V. J. KEATING, and S. J. PATRICK. 
Anaesthesia [Anaesthesia] 13, 429-433, Oct., 1958. 1! 
fig., 5 refs. 


At the University College of the West Indies an investi- 
gation was undertaken of the effects of surgery undef 
modern anaesthesia on the glycogen content of liver and 
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muscle. Liver biopsy specimens were taken at the begin- 
ning and towards the end of the operation of partial 
gastrectomy in 18 cases, specimens of the rectus abdomi- 
nis muscle being also taken at the same time in 9 of 
the cases. Samples of venous blood were obtained 
before induction of anaesthesia and when the biopsies 
were carried out. Three different forms of anaesthesia 
were employed: (1) thiopentone—nitrous-oxide—oxygen— 
curare; (2) thiopentone—nitrous-oxide—oxygen-ether; 
atid (3) high spinal block plus nitrous-oxide—oxygen. 

In 4 patients it was found that after 60 minutes of 
anaesthesia with nitrous oxide, oxygen, and a relaxant 
before incision there was no appreciable rise in the 
blood sugar level. On the other hand there was usually 
a marked hyperglycaemia during gastrectomy under the 
first two forms of general anaesthesia but not with spinal 
analgesia. The glycogen content of the liver fell in all 
cases, but the fall was least marked in the patients who 
received a spinal block. There was no significant change 
in the glycogen content of muscle. Mark Swerdlow 


207. Controlled Hypothermia. Recent Developments 
in the Use of Hypothermia in Neurosurgery 
P.M. Hecuincs. British Medical Journal (Brit. med. J.] 
2, 346-350, Aug. 9, 1958. 5 figs., 12 refs. 


Since the observation by Rosomoff and Gilbert (Amer. 
J. Physiol., 1955, 183, 19) that hypothermia, as well as 
reducing cerebral oxygen demand, also causes a reduction 
in brain volume the technique has been applied to 
neurosurgery, and in this communication from St. 
George’s Hospital, London, the author describes the 
development of the technique now in use in the Neuro- 
surgical Unit there. Initially the patients were cooled 
by blowing air on the wetted body after administration of 
a“ lytic cocktail’ and amylobarbitone, but because of 
the difficulty of controlling shivering, the extremely labile 
blood pressure, and the uncertain further fall in tem- 
perature after induction of general anaesthesia nitrous 
oxide was tried for the control of shivering, no pheno- 
thiazine derivatives being given. This method proved 
efiective and the technique as used in 117 cases is 
described as follows. 

After premedication with promethazine, pethidine, and 
atropine anaesthesia is induced with thiopentone, pethi- 
dine, and suxamethonium and maintained with nitrous 
oxide. Additional pethidine or thiopentone is subse- 
quently given as necessary and if shivering proves par- 
ticularly difficult to control suxamethonium or tubocura- 
fine may be given, with such respiratory assistance as 
necessary. Cooling is by means of ice contained in packs 
applied to the trunk and in close proximity to points where 
large arteries run subcutaneously. (In some cases in which 

doses of relaxants proved necessary to control 
shivering apnoea was produced, but spontaneous respira- 
tion was present during the actual operation as a guide 
tothe surgeon.) The ice is removed when the tempera- 
lure reaches 33 to 32°C. and a further fall to 31 to 
30°C. commonly occurs during the early part of the 
Operation. This “ after-drop ”’ and the original fall in 
temperature is usually greater and more rapid in thin 
Patients. The average time required for cooling is 2 


hours. Temperature is recorded from the rectum and 
nasopharynx. (Brain temperature, where this was re- 
corded, was fractionally but irregularly lower than the 
rectal temperature.) 

After operation warming is allowed to occur unaided 
and in this series took from 8 hours to 3 days. It was 
found that the slowest rewarming occurred in the 
patients with the greatest brain damage. Blood pressure 
was notably more stable than when the lytic cocktail 
was used, and it could be reduced when necessary during 
operation by the use of trimetaphan camphorsulphonate 
(“ arfonad ”’) to produce levels of 70 to 80 mm. Hg. It 
was found that a relatively small blood loss produced a 
notable fall in blood pressure, but that this could be 
restored by blood transfusion or administration of nor- 
adrenaline. Postoperatively bronchopneumoria was a 
problem, and tracheotomy to facilitate aspiration of the 
tracheo-bronchial tree was performed in all cases of pro- 
longed coma. Used initially for cases of subarachnoid 
haemorrhage, this technique has now been adopted as a 
routine measure for other intracranial operations, such as 
those for meningioma and angioma. 

Donald V. Bateman 


208. Management of Anesthesia and Hypothermia for 
Open Heart Surgery with Extracorporeal Circulation 

M. BourGEoIs-GAVARDIN, L. W. FABIAN, W. C. SEALY, 
I. W. Brown, and C. R. STEPHEN. Anesthesia and 
Analgesia; Current Researches [Anesth. Analg. curr. Res.] 
37, 197-210, July—Aug., 1958. 8 figs., 19 refs. 


In this paper from Duke University School of Medi- 
cine, Durham, North Carolina, the authors describe a 
technique of anaesthesia and hypothermia combined 
with the use of extracorporeal circulation which has been 
employed in 19 unselected cases of open cardiac surgery. 
Pethidine was given for premedication and some patients 
also received a barbiturate and atropine or “ antrenyl ” 
(oxyphenonium bromide). In young children anaes- 
thesia was induced with “‘ avertin” (bromethol) in a 
dosage of 80 mg. per kg. body weight; “* vinesthene ” 
(vinyl ether) and ether were then administered by the 
open-drop method, anaesthesia being maintained with 
nitrous-oxide-oxygen-ether. In older children and 
adults a sleep dose of an ultra-short-acting barbiturate 
was given and anaesthesia was maintained with nitrous- 
oxide-oxygen-ether in a semi-open circuit with soda- 
lime absorption. Hypothermia was produced by appli- 
cation of crushed ice, which was removed when the body 
temperature reached 34°C. The ether was turned off 
about 30 minutes before the expected termination of 
cooling, and thereafter nitrous oxide and oxygen alone 
were given, with suxamethonium as required. Respira- 
tion was controlled throughout the operation, and the 
temperature was maintained above 30°C. Electro- 
cardiograms and electroencephalograms were recorded 
continuously, and the pH, carbon dioxide tension, 
and oxygen saturation of the blood weie determined 
every hour. 

The authors consider that with this low-flow type of 
extracorporeal circulation it is advantageous to employ 
hypothermia. Mark Swerdlow 
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209. Initial Manifestations of Chronic Radiation Sick- 
ness and Methods of Its Diagnosis. (Hauanbutie mpo- 
ABNCHHA XPOHHY4ECKOH 6onesHH METOMEI UX 

I. S. Gtazunov and P. M. Kireev. Coseemcxaa 
Meduyuna [Sovetsk. Med.] 22, 49-55, No. 4, April, 1958. 


In view of the increasing use of atomic energy for 
peaceful purposes the authors stress the importance of 
careful medical observation of workers whose employ- 
ment brings them in contact with radioactive isotopes 
and ionizing radiations, since the early diagnosis of 
radiation sickness is essential if prompt prophylactic 
and therapeutic measures are to be taken. 

The initial stages of the condition are characterized 
by interference with the neural regulation of the cardio- 
vascular and other systems. Clinically, there may be 
spasmodic frontal or temporal headache, vertigo, irrita- 
bility, fatigue, and general weakness, while labile 
vasomotor reactions of the skin (such as dermographism 
and hyperhidrosis), a variable pulse rate, and a fluctuating 
arterial pressure are frequently present. Narrowing of 
the central artery of the retina is an important diagnostic 
sign, while capillaroscopy of the nail bed and determina- 
tion of the glomerular filtration rate may provide evidence 
of similar changes in the peripheral and renal vessels. 
Disturbance of the autonomic control of cardiac func- 
tion may cause tachycardia, sinus arrhythmia, or extra- 
systoles, and the electrocardiogram may show increases 
in size of the R and T waves. Similarly, gastro-intestinal 
function may be disordered, gastric analysis revealing 


either hyperchlorhydria or non-histamine-fast achlor- 


hydria, while there may be diminished pancreatic secre- 
tion of trypsin and lipase. 

Examination both of the peripheral blood and of the 
bone marrow is most important. The peripheral blood 
picture is variable: there may be a transient leucopenia 
and thrombocytopenia or a moderate leucocytosis and 
erythrocytosis with increased colour index. Pyknosis 
and increased segmentation of the nuclei of the neutrophil 
granulocytes may be noted. Administration of liver 
extract, cyanocobalamin (vitamin B,2), or sodium nu- 
cleate fails to stimulate leucocytosis and may even cause 
leucopenia. Examination of the bone marrow shows 
increased numbers of erythrocytes and reticulocytes and 
also of plasma cells, with large numbers of disintegrating 
cells. Spontaneous haemorrhagic manifestations are 
seldom present in the early stages, but capillary fragility 
and permeability are increased and the coagulation time 
prolonged. Metabolism, particularly of carbohydrates, 
is often disturbed in the early stages, the blood chemistry 
giving evidence of either over- or under-activity. The 
blood levels of cholesterol, chlorides, and potassium may 
be high or low, but that of calcium is more constant. 
There may be an increase in the basal metabolic rate 
associated with signs of mild thyrotoxicosis. 


Testing of the Pavlovian sensory analysers for olfac- 
tory, gustatory, vestibular, auditory, visual, and tactile 
senses may reveal changes related to disturbances of the 
cortical centres. There may be a raised threshold for 
sensory perception and disturbances of intersensory 
coordination. Loss of memory and power of concen- 
tration, leading to inefficiency, may be noted. The 
absorption of radioactive substances may cause dull pain 
in the bones, joints, and muscles, which is relieved by 
exercise, together with tenderness of the vertebral pro- 
cesses, tibial periosteum and sternum, and diminution 
of vibration sense, an important early diagnostic sign. 
Some degree of asthenia usually develops in the early 
stages and becomes more marked as the condition pro- 
gresses. Males may show reduced sexual potency and 
females disturbances of the menstrual cycle, while 
investigation of the urinary 17-ketosteroids and examina- 
tion of vaginal smears may provide evidence of hormonal 
imbalance. 

The authors emphasize that the clinical picture of 
radiation sickness varies with the nature of the radiation, 
its mode of contact with the organism, the dosage 
received, and the peculiarities of the individual. Dis- 
turbances of vasomotor control and haematopoiesis and 
the asthenic syndrome are the most important early 
diagnostic features. Margot G. Dunlop 
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210. Skeletal Lesions in Leukaemia in Children. [In 
English] 

S. BrRUNNER, C. E. GupbyerG, and T. IVERSEN. Acta 
Radiologica {Acta Radiol. (Stockh.)] 49, 419-424, June, 
1958. 4 figs., 7 refs. 


A review of the four largest published series of cases of 
leukaemia in children showed that in 140 out of 223 such 
cases there was radiological evidence of bone lesions. 
The characteristic bone changes in order of frequency 
are as follows. 

(1) Metaphysial changes. Transverse bands of trans- 
lucency, particularly around the knee and wrist, are the 
earliest and most common sign of the disease, occurring 
in 42°% of all published cases. They may be seen within 
4 weeks of the clinical onset of leukaemia; they are due 
to bone destruction by proliferating leukaemic tissue, 
but are not specific, since they are also observed in other 
pathological conditions. 

(2) Destructive changes. Diffuse infiltration by leu- 
kaemic tissue may produce a generalized increase m 
translucency, and focal areas of more advanced destruc- 
tion may become visible, not only in the medulla, but 
also in the cortex and the epiphyses. Such lesions 
occurring in the vertebral bodies are likely to be accom 
panied by spontaneous fractures and vertebral collapse. 
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They are found in about one-third of the cases of 
leukaemia. 

(3) Subperiosteal new bone formation. This is seen 
in the radiograph as linear densities parallel to and 
separated from the bone, and presumably result from 
elevation of the periosteum by the proliferating 
leukaemic tissue with subsequent osteoblastic reactions. 
The incidence of such lesions in leukaemia is only 14°%. 

(4) Osteosclerosis. This may be diffuse in one bone 
or generalized. The cause is doubtful; it is seen in 
under 5°% of cases. 

Of 47 children with leukaemia admitted to Rigs- 
hospitalet, Copenhagen, between 1946 and 1957, 32 were 
subjected to radiological examination of the entire 
skeletal system. Bone lesions were observed in 20 
(10 boys and 10 girls); they were most common in the 
lower age groups, none being seeg in patients in the age 
group 11 to 14 years. The lesions observed in these 
patients correlated closely with those described above. 
The authors state that the lesions became more common 
as survival time was prolonged, and that there was a 
close association between the presence of skeletal lesions 
and bone pain and tenderness. Radiographs obtained 
in 15 cases during treatment with antileukaemic drugs 
showed no lasting improvement, although in 4 cases 
there was temporary remission. R. O. Murray 


211. Roentgenologic Changes of the Skeletal System in 
Cushing’s Syndrome 

W. J. HowLanp, D. G. PuGH, and R. G. SPRAGUE. 
Radiology [Radiology] 71, 69-78, July, 1958. 5 figs., 
18 refs. 


The authors have reviewed the radiographs of the 
skeleton of 141 patients with a clinical diagnosis of 
Cushing’s syndrome seen at the Mayo Clinic. Since, 
however, they were especially interested in an unusual 
condensation of the margins of some collapsed vertebral 
bodies associated with this condition, only 69 cases, in 
which a lateral view of the spine was available, were 
completely analysed; the radiographs of 50 patients 
with severe generalized osteoporosis from other causes 
were compared as a control. 

Of the radiographs of the skull of 43 patients with 
Cushing’s syndrome, 41 showed osteoporosis, this being 
of a diffuse type in 25, and in 18 of a “ metastatic- 
appearing ” type, manifested by irregular zones of rare- 
faction. Radiographs of 11 of these patients in clinical 


remission for more than 6 months after treatment showed ._ 


no change in the osteoporosis in 3, in 6 cases it had 
improved, and in 2 it had disappeared. In 3 cases 
metastatic areas had recalcified, but 7 showed enlarge- 
ment and erosion of the sella and in a number of instances 
there was sellar decalcification. In thoracic films, which 
were available for 55 patients, osteoporosis was present 
in all but one, fractures of the ribs being frequent and 
multiple, while the reparative callus was usually heavy. 
In 40 controls osteoporosis was present in every instance, 
but fractures of the ribs had occurred in only 2 cases, 
both of which had a history of trauma; here callus forma- 
tion was normal. All but 2 of 68 radiographs of the 
Pelvis showed osteoporosis, and fractures were present 


in 6 cases, with heavy callus formation; in contrast, in 
46 controls, all showing osteoporosis, there were no frac- 
tures. Of 11 radiographs of the extremities, 4 showed 
mild or moderate and one severe osteoporosis. 

In the radiographs of the spine (all 69 cases) marginal 
condensation was present in 29 (53°%) of the 55 cases 
showing severe or moderate osteoporosis. The con- 
densation usually occurred along the upper margin of 
the vertebra, where there was readily apparent com- 
pression of the body. Of 19 patients examined after 
treatment, 8 showed a significant decrease in the degree 
of osteoporosis; of 8 of these patients in whom con- 
densation was also present, in 2 it had not changed, in 
3 it was less, and in 3 it had disappeared completely. 
In the control group compression fractures of one or 
more vertebral bodies, chiefly in the lower thoracic and 
upper lumbar regions, were present in 46 of the 50 
radiographs available, but condensation of the vertebral 
body was found in only one case. 

It is stated that marginal condensation of vertebral 
bodies in association with compression fractures has not 
been described hitherto in Cushing’s syndrome. The 
authors consider that marginal condensation can occur 
in conditions other than Cushing’s syndrome, but that - 
it is minimal and rare. It has been reported by Sissons 
that photomicrographs of affected areas showed that 
slender trabeculae had become impacted and surrounded 
by new bone to form a thicker structure. Treatment with 
adrenocorticosteroids interferes with the healing of frac- 
tures and the callus formed does not give normal strength; 
these fractures are not so painful as usual owing to an 
analgesic action of the steroids, and for this reason the 
part is not splinted as much as it normally would be. 
There is thus a continued strong stimulus to excessive 
formation of osteoid, which becomes calcified. This 
may account for the marginal condensation of the verte- 
bral bodies and the excessive callus formation around 
fractures. John H. L. Conway-Hughes 


212. Radiological Diagnosis of Pulmonary Paragoni- 
miasis. slerouHoro Mmaparo- 
HHMO3a) 

N. I. RysBAkova. Becmuux Penmzenonoeuu u Paduo- 
fozeuu [Vestn. Rentgenol. Radiol.) 33,, 7-11, No. 4, 
July—Aug., 1958. 5 figs., 6 refs. 


Pulmonary paragonimiasis or diastomiasis is not un- 
common in the countries of the Far East. The present 
paper is based on the observation of 48 cases of the 
disease among Koreans; of these patients, 45 were men 
and 3 women, the preponderance of men being entirely 
due to working conditions and not to selective pre- 
disposition. 

The radiographic appearances of the pulmonary mani- 
festations vary considerably, and the author distinguishes 
7 main forms: (1) small and large isolated foci, (2) 
miliary foci, (3) diffuse infiltration, (4) limited round areas 
of infiltration, (5) segmental lesions, (6) cysts, and (7) 
pneumosclerotic lesions. The presence of the parasite 
itself, although its mean size is about 0-8 cm., cannot be 
demonstrated radiographically in the pulmonary tissues, 
only the inflammatory reaction caused by the parasite 
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being visible. In the author’s experience pleural involve- 
ment is rare. The disease runs an extremely chronic 
course, and no specific therapy is known. Death may 
occur suddenly as the result of a massive haemoptysis. 
A. Orley 


213. Oral Renografin: a New Contrast Medium for 
Gastrointestinal Examinations 

D. Rostnson and J. M. LeEvENE. American Journal of 
Roentgenology, Radium Therapy, and Nuclear Medicine 
[Amer. J. Roentgenol.] 80, 79-81, July, 1958. 18 refs. 


For many years barium sulphate has been the contrast 
medium used for radiological examination of the gastro- 
intestinal tract in spite of several disadvantages, particu- 
larly its inability to mix with gastric secretion and the 
risk of rupture of the colon by barium embolism. In 
attempts to find a suitable alternative, organic com- 
pounds of iodine have been tried experimentally, but 
these have a bitter taste, are costly, and in some patients 
cause various toxic reactions when absorbed. 

In this paper from the Medical Arts Center, Savannah, 
Georgia, a trial is reported of a new organic iodide, 
3:5-diacetylamino-2:4:6-triiodobenzoic acid (“* renogra- 
fin ’’), which is available as a 76% solution [the cost is not 
stated]. It was used for examination of the upper 
alimentary tract in 41 instances and examination of the 
colon in 6. It is reasonably palatable, particularly when 
mixed with lemon flavouring, and does not appear to 
cause toxicity. Excellent visualization of the stomach 
and duodenum was obtained with the undiluted medium, 
and only about 100 ml. was required. There was some 
dilution in the ileum due to osmotic activity, and some 
patients complained of diarrhoea. As regards the oeso- 
phagus, the medium passed through rather too rapidly 
for visualization. 

For examination of the colon renografin was diluted 
with water in the proportions of 1:1 and 1:2, 600 ml. of 
the ‘mixture being used. Filling was satisfactory and 
there was no ballooning of the rectum or rectosigmoid 
spasm, but the density was less than with barium. 
Some difficulty was experienced in evacuating the 
medium because of the absence of a bulk stimulus. 

D. E. Fletcher 


214. Oral Renografin 76 Per Cent: a Contrast Medium 
for Examination of the Gastrointestinal Tract 

H. G. Jacosson, J. H. SHAPmRO, and M. H. Poppe. 
American Journal of Roentgenology, Radium Therapy, 
and Nuclear Medicine [Amer. J. Roentgenol.) 80, 82-88, 
July, 1958. 12 figs., 3 refs. 


From the Montefiori Hospital and New York Univer- 
sity College of Medicine the authors report the results 
obtained with “ renografin” as the contrast medium 
for examination of the gastro-intestinal tract. The 
medium is available as a lemon-flavoured 76°% aqueous 
solution and may be used undiluted or diluted with an 
equal quantity of water. The chief disadvantage is the 
dilution of the medium which occurs in the small intestine. 
No toxic symptoms were observed in any of the 46 cases, 
although in 2 cases considerable absorption must have 
occurred since there was excellent visualization of the 
urinary tract. 
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It is pointed out that since this substance is expensive 
there is unlikely to be any call for its widespread routine 
use, but that there are many cases in which a barium- 
meal examination is undesirable and oral renografin 
may be used. For examination of patients suffering 


from acute haemorrhage or complete obstruction of any 


part of the alimentary tract renografin would be a much 
safer contrast medium than barium. It would also be 
of special value for examination shortly after resection 
or anastomosis, in cases of impending perforation, and in 
patients with lesions of the pharynx and oesophagus 
in whom contrast medium is likely to enter the larynx, 
It can also be used to outline sinuses and fistulae. 
Finally, in cases of impacted foreign body in the upper 
alimentary tract, renografin does not increase the 
difficulty of subsequent endoscopy by obscuring the 
foreign body, as may agcur with barium. 
D. E. Fletcher 


215. Dioctyl Sodium Sulfosuccinate (‘‘ Doxinate ’’) as 
an Adjunct in the Roentgenologic Investigation of the 
Gastrointestinal Tract—a Clinical Study 

A. K. WiLson. American Journal of Roentgenology, 
Radium Therapy, and Nuclear Medicine [Amer. J. Roent- 
genol.| 80, 89-94, July, 1958. 4 figs., 9 refs. 


Barium sulphate has the disadvantage as a contrast 
medium that it tends to form hard scybala in the colon. 
Dioctyl sodium sulphosuccinate, which reduces surface 
tension between solids and liquids, was used as an adju- 
vant to a barium meal in the examination of 750 private 
patients and 50 out-patients at the Veterans Administra- 
tion Hospital, Salt Lake City. It produced a soft, 
homogeneous stool without discomfort. The substance 
is available in a 5% solution or in gelatin capsules con- 
taining 60 or 240 mg. The author found that with an 
ordinary barium meal the best results were obtained if 
a 240-mg. capsule of doxinate was given immediately after 
the examination. D. E. Fletcher 


216. The Value of Cinematography in the Diagnosis of 
Malignant Stricture of the Oesophagus 

F. R. Berripce and D. McC. Grecc. British Journal 
of Radiology [Brit. J. Radiol.] 31, 465-471, Sept., 1958. 
10 figs., 14 refs. 


Over a period of about 2 years, 7 doubtful cases of 
stricture of the lower end of the oesophagus were seen 
at Addenbrooke’s Hospital, Cambridge, and examined 


by cineradiography at 8-3 frames per second. [No other 


technical details are given.] During the same period 
12 patients with achalasia, 9 with peptic oesophagitis, 2 
with congenital strictures, and 1 with a corrosive stricture 
were also examined as controls. [The number of 
cases of stricture seen, but not subjected to cineradi- 
ography, is not stated.] In 5 of the 7 doubtful cases a 
correct diagnosis of carcinoma was made by cineradi- 
ography. Of the remaining 2 cases, the condition was 
“almost certainly malignant” in one and probably 
benign in the other, but histological proof was not avail- 
able. The usual criteria for distinguishing different 
kinds of stricture are discussed. It is considered that 
cineradiographs demonstrate the greater infiltration of 
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the muscular wall by a neoplasm, and the consequent 
greater rigidity, better than conventional radiographs. 

‘ [The enormous increase in diagnostic radiology over 
the last 30 years, without a corresponding increase in the 
number of patients with organic disease, has made it 
virtually impossible for the present generation of radiolo- 
gists to acquire experience in certain difficult diagnostic 
problems which depend on watching motility on the 
screen. Cineradiography, allowing the same experi- 
ence to be repeated indefinitely and to be shared by 
numerous radiologists, seems at present to be the only 
solution to this problem.] Denys Jennings 


217. Radiological Follow-up after Congenital Hyper- 
trophic Pyloric Stenosis. (R6ntgenologische Nachunter- 
suchungen nach spastisch-hypertrophischer Pylorus- 
stenose) 

A. EHNERT. Fortschritte auf dem Gebiete der Réntgen- 
strahlen und der Nuklearmedizin (Fortschr. Réntgenstr.] 
89, 33-39, July, 1958. 3 figs., 30 refs. 


A standard barium-meal examination was carried out 
at the Paediatric Clinic of the Erfurt Academy of Medi- 
cine on 51 boys and 9 girls aged one to 12 years who had 
been treated conservatively for congenital hypertrophic 
pyloric stenosis during the first 3 months of life. The 
clinical diagnosis had been definite in each case, and the 
symptoms had subsided completely without operation. 

In all but one of 37 cases in which the follow-up 
examination was carried out before the age of 5 the radio- 
logical findings were similar to those typical of pyloric 
stenosis in infancy, with elongation and narrowing of the 
pyloric region, moderatz dilatation of the stomach, and 
delayed emptying. From the age of 5 onwards the 
frequency of abnormal findings diminished, the appear- 
ances being normal in 3 out of 6 children aged 7 to 9 
and in 2 out of 3 aged 10 to 12. 

The results of similar investigations reported in the 
literature are contradictory, though the author’s findings 
are in broad agreement with those of Runstrém and 
Wallgren and of Andersen in Scandinavia. 

Denys Jennings 


218. The Value of Splenoportography in the Diagnosis 
of Liver Abscess and the Study of the Process of Healing. 
(Die Bedeutung der Splenoportographie fiir die Diag- 
nostik und die Kontrolle des Heilverlaufs der Leberabs- 
zesse) 

NGUYEN TRINH Co, A. K. SCHMAUSS, NGUYEN VAN KHE, 
and Ton puc LanGc. Fortschritte auf dem Gebiete der 
Réntgenstrahlen und der Nuklearmedizin [Fortschr. Rént- 
genstr.] 89, 13-23, July, 1958. 12 figs., 19 refs. 


Of 22 patients with abscess of the liver admitted to 
Hanoi University Hospital, Vietnam, during a period of 
114 months, the majority (18) had a large, solitary abscess 
following amoebic hepatitis; of the remainder, 3 had 


small, multiple abscesses resulting from cholangitis” 


(which in 2 cases was secondary to Ascaris invasion of the 
biliary tract) and one had a single abscess resulting from 
pylephlebitis. 

When the characteristic clinical picture of fever, pain, 
and enlargement of the liver is present, together with a 


leucocytosis of 12,000 to 30,000 per c.mm., diagnosis of 
liver abscess is easy. In some cases, however, consider- 
able difficulty may be experienced in differentiating 
between amoebic hepatitis and amoebic abscess, in 
locating a deeply placed abscess, or in determining 
whether or not multiple abscesses are present. In such 
cases the authors now perform transparietal splenoporto- 
graphy under local analgesia, the first exposure being 
made 5 seconds after the injection of 30 ml. of diodone. 
A further 20 ml. is then injected and the second exposure 
made, followed by 3 more at 2-second intervals. During 
the phase of vascular filling abrupt termination of one 
of the major branches or of several minor branches of 
the portal vein is seen in cases of abscess, while in the 
parenchymal phase the abscess is seen as a rounded filling 
defect. In cases in which the response to anti-amoebic 
therapy is poor further examinations may be made at 
intervals of 10 to 14 days, when the presence of multiple 
abscesses or pylephlebitis may be detected. 

In the authors’ experience of more than 50 examina- 
tions there have been no complications, but a survey of 
larger series reported in the literature shows that the risk 
of bleeding is 1 to 2%, and in one series of 1,100 cases 
splenectomy was necessary on 3 occasions. Spleno- 
portography should therefore be reserved for difficult 
cases. Denys Jennings 
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219. Results of Radiotherapy of Carcinoma of the 
Oesophagus at the Medical Clinic of the University of 
Erlangen (1946-55). (Ergebnisse der Strahlenbehand- 
lung des Osophaguskarzinoms an der Medizinischen 
Universitatsklinik Erlangen (1946-1955)) 

G. BARTH, W. Bricuzy, and H. JAXTHEIMER. Strahlen- 
therapie {Strahlentherapie] 106, 523-537, 1958. Biblio- 
graphy. 

From the University Medical Clinic, Erlangen, are 
reported the results of radiotherapy in 221 cases of 
carcinoma of the oesophagus, all of which had been re- 
jected as unsuitable for surgery; no case was refused. 
Up to 1949, 4 to 6 fixed fields were used (200 kV., H.V.L. 
1:05 mm. Cu), measuring 8x10 or JOx15 cm. In 
1949 rotation therapy was introduced (200 kV., with 
H.V.L. 0-86 mm. Cu) and was given under continuous 
fluoroscopic control. The field size was adjustable and 
extended to at least 2 cm. above and below the lesion, 
the width of the field varying from 2:5 to 4cm. The 
initial daily tumour dose was 120 to 150 r., increasing 
to 200 to 250 r., the total dose being at least 4,000 to 
5,000 r. With rotation therapy the dose often amounted 
to 8,000 r. in 6 to 8 weeks, 10 patients receiving between 
8,000 and 10,000 r. and 19 over 10,000 r. With fixed 
fields 6,000 r. or less was given in only 10-3°%% of cases, 
compared with 53-5°% of cases with rotation therapy. 

Follow-up results showed that nearly one-third of the 
patients died within 3 months, 80% within one year, and 
95-8°% within 2 years, only 9 (4-2°%%) surviving more than 
2 years. Surprisingly, patients with metastases or a 
gastrostomy did better than those in good condition; 
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these factors are therefore not contraindications to 
therapy. The authors state that improvement can be 
expected only if a tumour dose of at least 4,000 r. is given. 
Survival for 2 years was obtained only if 6,000 r. was 
reached, and this is more easily attained with rotation 
therapy. Of the 9 patients surviving for 2 years, 8 were 
treated by rotation therapy, and the superiority of this 
method over fixed fields is considered proved. 

A theoretical objection has been raised to the narrow 
beams usually obtained in rotation therapy on the ground 
that the rapid fall-off of dose away from the tumour 
leads to relatively low dosage to lymph nodes. How- 
ever, there was no obvious improvement when the field 
width was increased from 24 to 4 cm. Post-mortem 
investigation showed a relatively high frequency of per- 
foration. It is suggested that this is probably due not 
so much to the radiation, since it also occurs with low 
dosage, as to the thin oesophageal wall and lack of sup- 
porting tissue. J. Walter 


220. Radioiodine in the Treatment of Thyroid Carcinoma 
A. W. G. GooLpDEN. Proceedings of the Royal Society of 
Medicine [Proc. roy. Soc. Med.] 51, 525-528, July, 1958. 
1 fig., 4 refs. 


Between 1950 and 1956 a total of 102 patients with 
thyroid carcinoma were referred to the Radiotherapy 
Department of the Hammersmith Hospital, London. 
Most of these were treated with external irradiation. 
Only 14 cases had metastases which concentrated radio- 
active iodine (1311), but altogether 25 patients were given 
at least one therapeutic dose of 131]. The tumours con- 
sidered most likely to be affected are the follicular car- 
cinomata. Metastases cannot be effectively treated with 
131] until the thyroid gland has been ablated, and this was 
done surgically when possible, but in other cases by a 
preliminary dose of 50 to 100 millicuries of 1341. The 
patients were allowed to become myxoedematous after 
destruction of the gland, and some were given in addi- 
tion an antithyroid drug or an injection of thyrotophic 
hormone. The relative indications for each method are 
discussed. Changes in the peripheral blood after ad- 
ministration of large doses of 131I are described. Results 
of 131] therapy are difficult to assess, but 2 patients with 
skeletal metastases were alive after more than 5 years, 
and another with pulmonary deposits had died 7 years 
after treatment. E. Stanley Lee 


221. A Contribution to the Problem of Clinically 
Radioresistant Carcinoma of the Cervix. (Beitrage zum 
Problem des klinisch strahlenresistenten Kollumkar- 
zinoms) 

J. WEISHAAR and J. Sumyk. Strahlentherapie [Strahlen- 
therapie| 106, 549-566, 1958. 8 figs., bibliography. 


This paper records the results in 310 cases of carcinoma 
of the cervix in Stages 1 and 2 treated at the University 
Gynaecological Clinic, Erlangen, between 1949 and 1952 
by primary radiation. The concept of radioresistance 
is not easy to define, but for practical purposes it was 
taken as failure of clinical disappearance of the growth 
at 6 months. In this series 45 cases (14-5%) proved 
resistant, Stage-2 cases being 5 times as frequent as 
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those in Stage 1. There was no apparent relationship 
between resistance and age, marital status, number of 
pregnancies, or general condition. Wives of men of the 
professional classes, however, showed a higher incidence 
of resistant cases than those in lower economic groups, 
this being attributed to the shorter period of cop- 
valescence and greater psychological’‘strain in the former 
group. 

Histologically, significantly higher resistance was 
found in well-differentiated growths than in undifferen- 
tiated types and adenocarcinomata. The expectation 
of life of patients with resistant growths was about one- 
third to one-half of that of patients with radiosensitive 
tumours, most of the former dying within 2 years. 
Occasionally, however, a growth may disappear after 6 
months. It was noted that increased dosage did not 
lead to lowered resistance, as might have been expected. 
The questions of optimum dosage and the best form of 
treatment for resistant growths are left open. The 
authors emphasize the importance of early diagnosis so 
as to increase the number of cases treated in Stage 1, 
and also of an adequate period of convalescence. Future 
research, they urge, must be directed to identifying resist- 
ant cases earlier and discovering the best treatment for 
such cases. J. Walter 


222. Giant Follicular Lymphoblastoma: Its Treatment 
with Radioisotopes 

J. H. LAwreNce and W. G. DONALD. Annals of Internal 
Medicine [Ann. intern. Med.| 49, 1-16, July, 1958. 
37 refs. 


The authors describe their experience in the treatment 
of giant follicular lymphoblastoma (Brill—-Symmers 
disease) with radioactive phosphorus (32P). Between 
1940 and 1955 a total of 20 patients with histologically 
verified giant follicular lymphoblastoma were seen at the 
Donner Laboratory, University of California. Of these, 
14 had previously received x-ray therapy, 6 of them being 
in the terminal stage of the disease which had become 
unresponsive to this treatment; the remaining 6 patients 
had not received any previous treatment. Intravenous 
injections of 32P were given to 16 patients. In 5, who 
were in the terminal stage of the disease, there was no 
response; 4 of these died within 3 weeks of receiving 
32P and one died 2 months afterwards. One or more 
courses of 32P were given to the remaining 11 patients 
with less advanced disease, together with x-ray therapy. 
The dosage of 32P was of the order of 1 mc. weekly, but 
varied considerably from patient to patient, the total 
dosage ranging from 6 mc. to 43-3 mc. To one patient 
three weekly doses each of 1 me. of colloidal chromic 
phosphate were given successfully in an attempt to 
irradiate an enlarged spleen. In 15 of the 16 patients 
treated with 32P the average survival period was 64 
years. No correlation was observed between the degree 
of histological differentiation and the survival period. 

[It is difficult to believe that 32P should be administered 
while the disease remains localized; general (whole- 
body) irradiation as given by 32P would seem to be best 
reserved for cases in which there is widespread diffuse 
disease.] Norman Mackay 
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